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(57) Abstract 

Peroxisome proliferator-activated 
receptor controllers containing as the active 
ingredient compounds represented by general 
formula (I), nontoxic salts thereof, acid G 
addition salts thereof or hydrates of the same. 
In said formula, each symbol has the meaning 
as defined in the description. Because of the 
activity of controlling a peroxisome proliferator-activated receptor, the compounds of general formula (I) are useful as hypoglycemic agents, 
lip id-lowering agents, and preventives and/or remedies for diseases caused by metabolic errors, such as diabetes, obesity, syndrome X, 
hypercholesterolemia and hyperlipoproteinemia, hyperlipemia, arteriosclerosis, hypertension, circulatory diseases, hyperphagia, ischemic 
heart diseases, etc. 
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-NR7 -mfrhM1R£ti2>mz£<oXW.&& : z.bthX^2> 0 ) ZmteL, 

(i-e) -r^$a&^4sj* ^t±-«ts: (i-f) -c^^tL-s-fk^*, 



(h) — jH5£ (I) ^StL&^S&iKft^o-S R 2 ^lH-f h^v*-;i/ 
-5-4 Zit&Hll. ~f%h*>, (I-H) 
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5 (II) -e^$^^>^%ii<2r^b^-e*^^\ 2fc»±*$ 

r^Bg 60-142936 j; wr^¥ 3-261752 ^mmmzm^&ttzte^tihKm 

-jRS; (II) -emZtiZlt&yste, J^T<7)teI^l ^Rj£ODg 
io — ^ (iv) , (vn) is XV (Yin) T^SftMfc^fi, <2r£Hb^-e& 

E2-2|i§i^^-SHS, -OHI, £fc{±-NHR6&£^:fc>U 
p{il~6£^bU qfi0~5 p + q li 6 JJJlTt* «9 . 

J lfi-S-1, -0-£, Sfcli-NRe-gfc^frU 
20 J2|i-S-I, -SO-S, -S0 2 -I, -0-*, i/:li-NR5-M 

Al-lfiC 1 ~6 7^V>S, f tz\±C 2~67^-WS*^L, 
R9(±-SH3£, -OHS, l^li-NHRfi^ifcU 
Al~2j±C 1-77^1/>S, i/:liC2~77;^-W>S*^L, 
25 rliO~3^^t3L, 8lil-3*UW, r + s J* 3 \>XTX*lbZ>o 

— IB^C (II- 4) £J:rMn-4-l) K:&v*T, (CH 2 ) i.e^^'Al-l 
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(II- 6 ) &Xtf (II— 4 - 1 ) fc*3V*T, (CH 2 ) r . (CH 2 ) s & 

x v a 3 k x o -c $ a& i*jtm<o^tHi 5 mr-c* * 0 

T M S N 3 (i h 'J^fJVy'J ;VTv K*^*>U EDC-HC ll±l -Jt^/u- 
5 E t 3 N (i h V.x^;l/T5 >^IfcL,HOB tlil-t Kn^^>v*f'JT 
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H 

m 



CO 

H 



^— ^ vr> vo Ih 

^ f h h y 

^ 1t\ p 

^ ^ ^ ^ 



X -r *r *r ^ <n 

*? <? T "? ^ ^ 
BaaaB ] ^ 

%^ 1tf 1t£ %\ »b -si 
& & -h iro 



4} 116 
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H 




UK 

i 



i i 

i 1 



CSJ CO 
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(m) , (V) , (vi) , -&b£ (ix) , -ass* (xi) , 

(xii) . (xm) , (xiv) isxTf-HBtf: (iv- 1) 

Tl/; J±$*EET £ £> ^ & , v V * t tz \t >r -i M"? V* v ? A v> 

10 111^^7^77^- il^nvh^77^- W±77 9 A^ D 

-e^07jcv§tt-eab^, ^<7)^^ tv^ 0 mMKi&t LTIi, T;i/77>;^JS (# V 
15 ^a s -j-mj^a^O (Dig, r;i/7j'j±^#^ (tj;^>^a, t^^v^a^) 

-^A. h'Jif;l/7^>, ^f-;vr^>. y^f^rr/, v^n^>^;u 
25 7v«, vw>»ffi, *^>&8u *9y7s)V*yw&, 
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1) tFPPARa J 7 W^ffiV>/;jky 7 x 7 -^7 7 ^^©Itfl-© 

mm 

10 y K, J^liTwo-A^7*'J y Kv^f AttSt&oTV^ffe^iffiL/; 0 
v>3r^---tf (TK) ^n^-y-SSlT^y7i7 --tritfci^liS. 
^^^-hLT, PicaGene Basic Vector 2 {M1m%s, MffJ >3rtt, % ? u jf No. 
309-04821) ^^;1/V7x7- ^i^Iotfe?- <9 & 1^ TKT'n^-j'-^^ 
opTK/3 (^n>f--y^tt, * 9 o ^ No. 6179-1) ^^^Rft^©^*- 

15 ^-^LTTKyn^-^- (-105/+51) ^tET<^^'>7i^— IfatfK 

^ME^H^-C * 2 G a 1 4 5 & «9j£#H#!k UAS^ 40if)IL^x>;v 
>t-E?iJJ#AL, 4 XUA S-TK-L u c. £#|gU P^-^-jlfE 

20 

@ESW§-1 : Ga 1 4SfitBigFEy!l*ifti)agLfeJ.v^>-9— BB^fl 
5'-T(CGACGGAGTACTGTCCTCCG)x4 AGCT-3' 

m®G a 1 4 S60DNAilS^i«©*^*>'>;v*SS(:^rt§^l; b P 
25 PAR a ~£fzliy %mfe<0 V # > Kfe^tt^H*^ $^^7 * 
^ilf £ ^ * * - * O «£ 9 Kftffc Ltz 0 -t%t>*>, PicaGene Basic Vector 2 

m&z,, ymj >**±, * ^ n ^ no. 309-04821) ?-tLx 
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G a 1 4 5fi©DNAig^i^ l#B^<b 1 4 7 #B * tOT S J ^E^'J 



5 ^3-Ktl>DNA#7V-A y^-g- -9 J: -9 tC fit^ L T ^ PicaGene Basic Vector 2 

Sfi/^rt KJ^-f^ < , tbPPAR«if:li7 >; Kfe^« 

(DT < ^ 3fc*glCti SV40 T-antigen &$k<DW.Wi7 v ^ >K AlaProLys 
LysLysArgLysVa lGly (E?IJ## 2 ) *E L , * ^ # 

•7;l/jc>-if (D <^~? If )V — 1> — 7\ TyrProTyrAspVa 1 

ProAspTyrAla (ESW^ 3 ) fl^Jha K > * JUKEI"* X n 
&DNAE?0£: Lfco 

15 BB#l±. R. Mukherjee «b (J. Steroid Biochem. Molec. Biol., 51, 157 (1994)#flB) , 
M. E. Green ^ (Gene Expression, 4, 281 (1995)#fl§) > A Elbrecht <b (Biochem 
Biophys. Res. Commun., 224, 431 (1996) # M £ tz \± A Schmidt h (Mol. 
Endocrinology, 6, 1634 (1992)#HSJ KfBftS *tfc h P P A R $:&Vf<Dmi&$£fZ 

20 tbPPARaV^TV K#&^« :Ser 167 -Tyr 468 
HfPPAR/'jry K&^i* :Serl76_ T yr478 
(tfPPAR7 1 tfPPAR7 2 Ser204_ Tyr 

^clte^JcM-r*^*^-^— , PPAR^vK^tt 
25 ^LfeGa 1 4Sa<ODNA^i, if @^?» 1 4 7f @JW75 ; 
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2) thPPARa itzity V^;;l/y 7x7 — 1*7 7 -fe-f 

LTiv^:CV-l ttti^Cf o-CMLt^o -rtzfrib, 
s<y (DM EM) iC^JJ&iBJfllfll (GIBCO BRL tt, i3 9 U 7 

No. 26140-061) 1 0%K%:2> £ 1 KffitiQ L > S 5 0 U / m 

5 i (O^-y'J > G £ 5 0 ft g/m 1 O^^X H/7hv^ v > £}jnx.fci£ifetc 

V^-^-atfe^ G a 1 4 -P P ARmjL^? ^-<OMDNA?:1lii)l 
F«3^&A-f"& h7>^7x^yg >tc^ L, IffliE^tf) 10cm dish K 2 X 
1 0 6 cells »5ffiLT*3#, lflLt»?r^-^^v^%-e— ®Jfc8^tfs*ifcLfcgU H 
10 i&i&l 0ml imx.?Zo 0 M G a 1 4 -PPARM 

* -0.5 ^ g t LipofectAMINE (Man%, GIBCO BRL tt, U 9 u y No. 
18324-012) 5 0/i 1 * «fc < ?ffP U ±Ifi^*dish tC^tjpL/c 0 3 7 
5-6 B#f«H\ 10ml 02*f^l6ieJflL» (GIBCO BRL *±, 77 * D V No. 
26300-061) 2 0%*^tfi§**jbDx.^o 3 7^-^*1^ HUBS* h V 
15 7 ->>5!kS^ ioT^-ffe^ ^8000 cells/1 0 0 ml D M E M - 1 0 %W9x JfiL 

t i > ^iftJK^> 2 f&^*#tr#l&9HfrS*0 D M E M - 1 0 %3l#f Jfll?»#* 
1 0 0// 1 fcifobDLfco 3 7°C-C4 2B#R5^U ItffiK^ 

20 P P A R a Ltttic^y 7 x 7 -b'jtf^O^? I: 

i!H&ffc-?# STOM^t*;W\*t/f ? 1; > (Eur. J. Biochem. 233 : 242-247 
(1996) ; Genes & Development 10 : 974-984 (1996)#M) 1 0 fx MfaWS <0 JVv7x 

1.0 fc Lfe t § o*fiw<fc#% 1 0 pl Mmum<Di®M%i&z0. 1 
25 ztz, mmm&no^mzmmLtza 
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4 





iM ? V >) <£>?!j14£ 1 


mmm 3 


3. 0 


mmm 3(12) 


2. 5 




0. 5 


mmms 


1. 0 


nnm 1 3 


1.5 | 


mmm 3 (23) 


5. 0 


mmm 1 4 


6. 8 


^m^ij 20(3) 


7. 5 



Sr 1.0 Lfc t § 60, 2 6 ( 1 2 0 ) & X Tf%mW 2 6 ( 1 3 2) "CKifi 

* fc, PPARrtcML T^m tc n/ v 7 x 5 - atfcT©^ * ffimtr- § 

(Cell, 83, 863 (1995), Endocrinology, 137, 4189 (1996)i3 X Xf J. Med. Chem., 39, 
665 (1996)#HS) 1 0 M Mmm<Dfrzs 7 x 9~tf*iHx£ LOtL/;^, — & 

io 5$ (i) -e^^tL^^n^b^od ^ttm-efijSSfLfcfbg^tf* 0.2 

Jfllll^il/jfll^llUtOfiT^ffl 
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10 



KKAy/Ta^X (l»7E) (#t3 5~4 0g) fA«t, 

tz 0 mmmt&mB (oh) , na.mm^xxf^mM (tg (yvfv* 

V K) lit) Km<5<&ftlf*ft%\<\ SB X i) 8 BRU #3&Wft#*&*0.1%(w 
/w)^trl3*K ^L<^^|Bj#-e<7)^<7)-e^IWL^o ge)W 6Bi. 
W£#*TL£9 HBO 13 : 00 K$6jfo=Hrfcv\ jfiL«H6, ifiL^JIgjf (TGlit) * 
ISUco 6izm-to fn-ii/p 



1 5 



MmW. (mg/dl) 
OB 6B 9B 



n^hn-;v 440.7+102.7 442.6±108.3 518.8±48.6 

mm 3 (23) t 

MMLtztt&yO 431 .4 ±76.4 309.4±99.5* 324.5 ±26.6** 



159mg/kg/day&im 



* : p<0.01 vs n y h n - ;l/ (1 S£7E) 
: p<0.05 vs 3 y b n - ;v (1^7E) 



mi 6 



TG (mg/dl) 
OB 6B 9B 



3>hn-;V 436.1 ±97.5 367.6±64.1 272.3±48.2 

3 (2 3) t 

Mi&Vtzlk^ 429.2 ±80.6 248.8±64.7** 260.6 ±71 .2 



159mg/kg/day ^^-fit 



: p<0.01 vsn>hn-jV (1fj|7E) 
:p<0.05vs 3> hn~;v (iffrE) 
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41 ft Sprague-Dawley (SD)7'7b ( 8 E5) £ 5 ~ 6 MB 14 0-160 

g) -cxffifes & i nm^ffimifZijK^, mmzmUiLfzo nmmp&mn 
(oh) , fem&xzfstiL^mm (vvyv^^j vm 

IB i ^) 3 BWa«-C*»W'fb^* 1 B 1 0, gPt^ (1 0 Orag/ 
kg/day) *1T4V\ (301) > ffclfilU JflL^fltW (j«J3iJTO 

(F F A) , hV^V-fe^R (TG) ) £ifl!i5£ Ltz 0 ffi&Z & 1 7 i$ «t 
1 8 tc^i- 0 

^1 7 

TG (mg/dl) 



OB 3 B 



13 > h D — )l> 


126±12 


150±16 


mmm 1 3 t* 


124±12 


76±7** 


^fifefll 8 -c 


126±12 


100±13* 



** : p<0.01 vs3>bn-;v (1 ^8E) 
* : p<0.05 vs n > h n (1#8E) 
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1 8 



FFA (^lEq/ml) 




0 0 


3 H 








mm\ 1 3 -c 


504+44 


383+28** 


HMM 8 "C 


513+50 


473 + 44* 


** 
* • 


: p<0.01 vs 3 > > D 
p<0.05 vs n > b n - 


(1»8E) 

(1P8ES) 



5 Kft*] 

-asss (i) -CTFZttz^mit&m, j ttib<Dwm®&, ttihomum 

Xfn-A'iM LDL ni/^fn-Hi^/i^liVL D L n VXx o 

15 m#i)P^i5J;a f ^tLib^7K»{i#^P P AR « T =r-* hflUBfc^ LTV*£ 
tzitm^M, HDL^l/^fn-jH^J, LDLn^tD-HJ:^/^ 
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mm 

5 

t(D^m^}^±B(DBmxm^^iai, mis. ^mttzimmm^, mat 
10 mvt. ?m®%:, »rina 

ji#> J&A— A&£iK limcog, 1 mg^^> 1000mg<0|£H-C\ 1 
B 1 EI^^[II^P&^£*i£#\ Ztz\m\-Khtz*), l|}:oi,o.lm 

g^^> i o omgoiit i 0 i m^mmiWns:^- t< it, mm 

£*t& tf\ % tzit 1 H 1 mmfrh 2 4 B#r B 1<7)M^Mrt^#*^-^ 

15 ZtL&o 

*>-ib%A,mmLtz£ i &^&it, m*<D&mzx-oxmm-t2><7)x\ ± 

<2> o 

mu&5-<D?zib<DMmmmi\teii^ mm, xm, % wmu fife 
z<d£ i&nnmmi&MK&^xii, nt^ttzit^ft^x^mmomt^ 
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mu&^<Dtztb(Dnm.mwM\$, mmMKwmzft&&m, mmm, %m, 
i/uy7%u j- 1 ; Zr^^m^^tso zwx d %ffi.m^&^xte, nt-oztz 

tn±^tib<Dumm tzmm, mmttzmukZKZx, zhKz\<omM\±, m 
10 mm, mmitm, %itm, mm, m,mm, &&m, wmmm*^ 

^mu%m-(Dtztb(Dmmt uttt mm, mmm, %mffi.&xv?mmmm 

it^rth^±(Dmn.m'M^mm^mm, mmztzmutz^xm^htizx, mm 

m^^^^fflv^tL^o 2hizc\<7)immte, &fem, mmmmm {7*9 

%itm, mmitm, mmm, u^m^^/^x^xi>x^ 0 zfthim^Jim 
20 K&^xmm^&frmmm't&izx^xmmzti&o ztzmmommL 
tm&i&m&zmikL, *<D&mwKmmtz tz\mm<nmimmm*z.tz\± 
m<vmm izmm t r^ffl-t & ii^r^ 0 

#^□^4- <7) tz <d ^ (omo mm t l t & „ z> t o 2 t z a ^ n^com^m 
nz&fr, nzmizx t)t&ifzti2>w-mmm, $kmm, m^m, m.xm, xyu 

25 ~m, ^m&XVtMft&^tzfrO^yVV-m^Zft-Zo 

*-?\s-m\±, -MiMizm^ btt&^mm&w-bzmMM&mi- fv^aoj: 

73 



WO 99/11255 



PCT/JP98/03760 



m<DMm.jjmi, m^mm^nm 2,868,691 ^xr/mn 3,095,355 ^zm 



10 V>£ 0 



3 — t: KD^y^>X7^f K (106 mg) fcEMfc;* W > (4.3 ml) K 
mffiL^ 7jC<£T\ V fu \£)l,JL-?-n,T < y (0.36 ml) £ «fc Tf* h * v ^ 
f^^n'j K (80ml) £tJDx., 90^t£#L*rfL ^^-Hfcti# L*r 0 BOS 

11 : 1) TflfigU TEittf^ft^lMil:^ (I31mg) £#£ 0 
TLC : Rf 0.38 (^^r^> : B^^^;i^ = 3 : i) ; 

NMR (CDC1 3 ) : d 9.98 (1H, s), 7.41-7.56 (3H, m), 7.26-7.34 (1H, m), 5.24 (2H, 
25 s), 3.50 (3H, s)o 




15 
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(5EZ) -6- (3-^b^ry^f^y7x^) -5-^3r*fe>^ 



5 




^i$-t/;(4-*iV^y7f^) h ')7x^V*X*^^A^n 5 K(95.0 
g, Wittig mfc) *rh7liFn77> (250ml) £*g»U 2k<%T\ t -7 
h^rVTJij^A (48.1 g) fcjDx:, IfiT 1 ^Kit^L/io ##M 1 TMJt L 

io (23.7 g) * h)\oj-y?$iWLtz&K, m&m&mmzffiTL, ma 

tlc : Rf 0.31 (^3r-9-> : S»x?-;v=i : i) ; 

15 NMR (CDC1 3 ) : S 7. 17-7.30 (1H, m), 6.85-7.02 (3H, m), 6.34-6.46 (1H, m), 6.08- 

6.24 (0.5H, m, E-isomer), 5.56-5.71 (0.5H, m, Z-isomer), 5.19 (2H, s), 3.48 (3H, s), 
2.22-2.46 (4H, m), 1.72-1.91 (2H, m) 0 

20 (5EZ) -6- (3-^h*y^F^V7x-^) - 5 -^*-fe>gfc • * ^ 
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2 -CMit L tz it&m <Oy7fW^A7 5 K (224 ml) v#$LK, ^ 
TJ'J^A (48.4 g) joitfgiMt^rt/ (18.9 ml) ^Jp£, ^iU^— B&Jjl3$ 

5 4y'JW*7A^DV^77^- (^*"9"> '. ^^^ = 15 \ l) tf** 

il, -rmm&m.tt't zmmt&m (37.8 g ) 

TLC : Rf 0.77 (^^r-9"> ! g^^-^^^ = l I 1) ; 

NMR (CDCI3) : 8 7.16-7.28 (1H, m), 6.85-7.04 (4H, m), 6.40 (1H, m), 6.17 

(0.5H, ddd, J=16.0, 6.7, 6.7Hz, E-isomer), 5.64 (0.5H, ddd, J=11.6, 7.3, 7.3Hz, Z- 
10 isomer), 5.18 (2H, s), 3.66 (3H, s, E,Z-mix), 3.49 (3H, s), 2.19-2.43 (4H, m), 1.80- 
1.89 (2H, m) 0 



15 



###!I3 Tm&Lfzik&yd (37.11 g) Tk*?J-)V (300 ml) K^MLfz 

T)\/^yjfxmmzft%^tzo Mcs^^^y^A^i (3 g) £7jnx.> 

tz 0 m®m±. ^(DZtxioKjBbzm^fzo 

TLC : Rf 0.57 (^^r-9-> ! g^^^^ = 3 : 1) ; 

NMR (CDC1 3 ) : £ 7.19 (1H, dd, J=9.0, 7.2Hz), 6.80-6.89 (3H, m), 5.17 (2H, s), 

3.67 (3H, s), 3.49 (3H, s), 2.59 (2H, t, J=7.4Hz), 2.31 (2H, t, J=7.7Hz), 1.56-1.74 
25 (4H, m), 1.23-1.43 (2H, m) 0 



#^ff!l4 
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mm 5 



6 



(3-tFo^y7x^;V) >M • ^ ^^^^ r 



HO 




CH 3 



5 



^5gW 4 -emi&L fz4k&m<V* ?S (250 m \) 4Nli- 
1 , 4-P**y->&WL (250 m 1 ) SrJjnx., MfiT 30 ^H#L/c 0 TMfeT 

* i± o v - ? - -c ra;^^^ o^k^ ^^Ltzik, mmLfzo mws* 

•>'j*W7A^o7^77^ (^^ > : Sf^^;w=3 : l) -efflM 

10 U TfB«rtM*W^&Sffl*fc^ (31.68 g) %%fZo 
TLC : Rf 0.55 : B^^j=-^^ = i : 1) ; 

NMR (CDC1 3 ) : £ 7.10-7.18 (1H, m), 6.63-6.75 (3H, m), 5.03 (1H, brs), 3.67 (3H, 

s), 2.56 (2H, t, J=7.6Hz), 2.31 (2H, t, J=7.6Hz), 1.42-1.72 (4H, m), 1.26-1.40 (2H, 
m) 0 



(5E) -5- (7-^h^v-l, 2, 3, 4-f f7t Knt7f Jf>) 



4-*Wy7 , fiH l J7x^H7*-')A7D> K (15.09 g) ^)ff 
7tKn77> (80 ml) Mt^, tJc<%T\ *'J7A t-7*^vK (7.64 



15 




OH 



20 
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l-rf70> (5.0 g) Of b7tKD77> (20m 1 ) }#?&£tjnxT, ^iS. 
07^77^- (^\^-9-> : g^m^^^ = io : 1^3 : l) -effiSit, 

te^-t&nmc&m (5.6o g ) 

TLC : Rf 0.35 : SixfJl/=2 : 1) I 

NMR (CDC1 3 ) : £ 7.08 (1H, d, J=2.6Hz), 7.00 (1H, d, J=8.4Hz), 6.72 (1H, dd, 

10 J=8.4, 2.6Hz), 5.95 (1H, tt, J=7.3, 1.8Hz), 3.81 (3H, s), 2.70 (2H, t, J=6.0Hz), 2.21- 
2.49 (6H, m), 1.73-1.89 (4H, m) 0 



5- (7-tKo^y-3, 4 -vt: Knf7^ V> - 1 ->f /W) 



##M6-eM?tL7t^% (1.77 g) is i a* try y>«nffi (7.8 g) * iso 0 c 

v ^ A Illf: 0 'J*W7^n7b^ 7 7^-(A 

(i.56 g) £#fc 0 

TLC : Rf 0.16 I g£g£^iP;l/=2 : 1) ; 

25 NMR (CDCl 3 +d 6 -DMSO) : 5 6.88 (1H, d, J=8.0Hz), 6.71 (1H, d, J=2.4Hz), 6.56 



15 




OH 
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10 



15 



20 



(1H, dd, J=8.0, 2.4Hz), 5.77 (1H, t , J=4.4Hz), 2.56 (2H, t, J=7.8Hz), 2.07-2.38 
(6H, m), 1.43-1.76 (4H, m) 0 



9J-fc (10m 1 ) £-10°CK<£iPU mt^-*-K< (l.7ml) £SP;lT, 
lO^tl^U ##m-?»aILfcfb^ (1.56 g) <7)^y-;u (5ml) 

r#m^spx.T, g^s-cn-isu mat? 4 ^ram^L/io mm&^w&^u 

•e«IU TfB*«H^#^&«»ffc£-» (l.55g) 
TLC : Rf 0.72 (^^r"9-> I S^^J-^;W = l : l) ; 

NMR (CDCl 3 ) : 5 6.99 (lH, d, J=8.0Hz), 6.74 (lH, d, J=2.6Hz), 6.61 (lH, dd, 

J=8.0, 2.6Hz), 5.86 (lH, t, J=4.6Hz), 4.81 (lH, brs), 3.66 (3H, s), 2.64 (2H, t, 
J=8.lHz), 2.31-2.45 (4H, m), 2.16-2.26 (2H, m), 1.46-1.82 (4H, m) 0 

5- (7-tKD^rv-l, 2, 3, 4 —f Y 7 t: Kn ~T 7 9 V > - 1 - 4 fr) 
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HO 




5 TLC : Rf 0.75 (^3f^ > ! Sfc6t^-^-^ = l I 1) ; 

NMR (CDCI3) : 5 6.92 (d, J = 8.0 Hz, 1H), 6.63 (dd, J = 8.0, 3.0 Hz, 1H), 6.57 (d, 

J = 3.0 Hz, 1H), 4.96 (tars, 1H), 3.68 (s, 3H), 2.63-2.76 (m, 3H), 2.34 (t, J = 7.3 Hz, 
2H), 1.34-1.86 (m, 10H) o 

10 1 0 

2- (3- (3-tKD^ry7x-^) 7*nt°^f t) Sgj. ^f;Ux^f ^ 



15 3- F^rv7x-;V) ~fu \£)V~?u ^ K (6.2 g ) fcT-feh 

- h'JA' (50m 1 ) CiiL, f-^-^'V (2.4m 1 ) , V 

(3.97 g) 3$£.TfBVitJl V (0.40 g) fcH^A, 2 B*KiDH&*ift L 

m?%K4Nm^-v*^>}§}& (60ml) ^JP£. ^fi-C 1 B#M«M$L7to 
20 RlSM^^*^ t/co SS^yV*^*7A^n7h^77>f- 

BfeBfe^^V.l— 5 11) U TEfettffi^W't-^^S^t/ (5.75 

g) fcf&fco 

TLC : Rf 0.37 (^3r"^> : Bfcg|J.^ = 3 : 1) ; 
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NMR (CDCI3) : d 7.16 (m, 1H), 6.64-6.77 (m, 3H), 4.87 (s, 1H), 3.73 (s, 3H), 

3.23 (s, 2H), 2.68 (t, J = 7.6 Hz, 2H), 2.64 (t, J = 7.6 Hz, 2H), 1.91 (tt, J = 7.6, 7.6 
Hz, 2H) 0 

5 mmm 

6- (3- (^yj>-2-^;MF+y) y >M • ^ ^ 




10 

tf^StlilL^Mt (5.98 g) <7)y^WM7^ K (54 ml) 
ifcK, »'J-)A (11.16 g) fciJDx., gfi-C5$H8«#Lrt:&, 
^f;i/^yij>-^ (7.49 g) , a^jfcth'J^A (4.44 g) isita*^ 

-trv^A (8.77 g) ^spx, ija-e3CTi#L/: 0 m&m&mwL* wmi- 

Wfc^# (4.69 g) ^#/: 0 

TLC : Rf 0.49 (^^r-9-> : S^^^^"^=2 : 1) ; 

20 NMR (CDC1 3 ) : 5 8.19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 

J=8.0Hz), 7.66-7.78 (2H, m), 7.54 (1H, ddd, J=8.0, 7.0, 1.0Hz), 7.18 (1H, dd, J=8.8, 
8.8Hz), 6.78-6.86 (3H, m), 5.38 (2H, s), 3.66 (3H, s), 2.58 (2H, t, J=7.6Hz), 2.28 
(2H, t, J=7.5Hz), 1.53-1.70 (4H, m), 1.22-1.40 (2H, m) 0 
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3- (5-^ Y*~yji)l<^~)V^>1-)V) 7i;-/K ##$I9, I 
6- (3- (j-7? Vy- 2 b*-» 7i-JV) ^-tf-vBS • 




TLC : Rf 0.48 (^^r^V I gfcg|.x-?-;l/ = 5 I 1) ; 

NMR (CDC1 3 ) : £ 7.92-7.79 (4H, m), 7.58-7.43 (3H, m), 7.26-7.15 (1H, m), 6.91- 

15 6.75 (3H, m), 5.22 (2H, s), 3.66 (3H, s), 2.59 (2H, t, J=7.7Hz), 2.29 (2H, t, 
J=7.6Hz), 1.73-1.53 (4H, m), 1.44-1.20 (2H, m) 0 

iiti (2) 

6- (3-^>vH^v7x-Jl/) A^t>t- ^f^i^f ^ 

20 
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TLC : Rf 0.51 (^^V : WfWL^^=S I 1) ; 

NMR (CDC1 3 ) : S 7.48-7.26 (5H, m), 7.24-7.13 (1H, m), 6.84-6.73 (3H, m), 5.05 

(2H, s), 3.66 (3H, s), 2.58 (2H, t, J=7.7Hz), 2.30 (2H, t, J=7.6Hz), 1.75-1.53 (4H, 
m), 1.44-1.20 (2H, m) c 



mmMl (3) 

6- (3- (If U v>- 2 ->f ^^r>9->^ • ^/UJ. 




TLC : Rf 0.14 (^^r-9"> I @^^-f-^ = 3 ! 1) ; 

NMR(CDC1 3 ) : & 8.60 (1H, dd, J=4.8, 1.0Hz), 7.71 (1H, dt, J=7.8, 1.5Hz), 7.53 

(1H, d, J=7.8Hz), 7.27-7.13 (2H, m), 6.85-6.75 (3H, m), 5.20 (2H, s), 3.66 (3H, s), 
15 2.58 (2H, t, J=7.6Hz), 2.30 (2H, t, J=7.6Hz), 1.74-1.52 (4H, m), 1.44-1.20 (2H, m) 0 

(2 E) -3 - (2 - (^yj>-2-^fiM b^fy) -2-7'n 



5 



20 




O 
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TLC : Rf 0.52 (^3r^> : WpWL^^ = 2 1) J 

NMR (CDC1 3 ) : d 8.20 (1H, d, J=7.8Hz), 8.18 (1H, d, J=16.2Hz), 8.09 (1H, d, 

J=8.4Hz), 7.84 (1H, d, J=7.8Hz), 7.75 (1H, m), 7.65 (1H, d, J=8.4Hz), 7.61-7.50 
5 (2H, m), 7.33-7.23 (1H, m), 7.03-6.92 (2H, m), 6.62 (1H, d, J=16.2Hz), 5.48 (2H, s), 
3.82 (3H, s)o 

(2 E) -3 - (3 - (^r/'J >-2-^f;M h^v) -2-7"d 

10 ^>B£ • * fA'ixf* 




TLC : Rf 0.52 ! ftftxf fl/=2 : 1) ; 

15 NMR (CDCI3) : (5 8.20 (1H, d, J=8.4Hz), 8.09 (1H, d, J=8.4Hz), 7.83 (1H, dd, 

J=8.2, 1.2Hz), 7.75 (1H, dt, J=7.0, 1.6Hz), 7.66 (1H, d, J=8.4Hz), 7.64 (1H, d, 
J=16.0Hz), 7.56 (1H, dt, J=8.2, 1.2Hz), 7.30 (1H, t, J=7.8Hz), 7.23-7.00 (3H, m), 
6.41 (1H, d, J=16.0Hz), 5.41 (2H, s), 3.80 (3H, s) Q 

20 mmi (6) 

(2 E) - 3 - (4 - (^y'J>-2-^M Kv) 7 - 2 - 7n 
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TLC : Rf 0.41 (^^r*9-> : g^^^^=2 ! 1) ; 

NMR (CDC1 3 ) : § 8.20 (1H, d, J=8.6Hz), 8.09 (1H, d, J=8.2Hz), 7.83 (1H, d, 

5 J=8.0Hz), 7.75 (1H, dt, J=8.4, 1.6Hz), 7.64 (1H, d, J=8.4Hz), 7.63 (1H, d, 
J=16.0Hz), 7.56 (1H, m), 7.47 (2H, d, J=8.8Hz), 7.03 (2H, d, J=8.8Hz), 6.30 (1H, d, 
J=16.0Hz), 5.41 (2H, s), 3.76 (3H, s) c 

mmti (7) 

10 3- (2- (^yj>-2-^;M F^ry) 7 y°u • * 7- )V 




o 



15 TLC : Rf 0.61 C^+h > ! BM^^ = 2 I 1) ; 

NMR (CDCI3) : £ 8.21 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.84 (1H, d, 

J=8.0Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.55 (1H, dt, J=8.0, 3.0Hz), 

7.25-7.10 (2H, m), 6.97-6.86 (2H, m), 5.41 (2H, s), 3.68 (3H, s), 3.10 (2H, t, 
J=7.8Hz), 2.72 (2H, t, J=7.8Hz) 0 

20 
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mmm (a) 

3- (3- (^/ 1 J>-2-^f;Mh^y) 7x^;v) yn;r/|.^f;vx 



5 




tlc : Rf o.55 : S^^-;w=2 : 1) ; 

NMR (CDC1 3 ) : £ 8.19 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 

J=8.0Hz), 7.80-7.68 (1H, m), 7.67 (1H, d, J=8.6Hz), 7.60-7.49 (1H, m), 7.20 (1H, t, 
10 J=7.8Hz), 6.92-6.77 (3H, m), 5.37 (2H, s), 3.66 (3H, s), 2.92 (2H, t, J=7.8Hz), 2.61 
(2H, t, J=7.8Hz) 0 

3- (4- (^y'J>-2-^;^ b^y) -7i-;i/) ■/n/r/^ • ^ f ;i/x 
15 7,-r)V 




TLC : Rf 0.53 : g^^^;i^ = 2 : 1) ; 

20 NMR (CDCI3) : d 8.18 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 
J=7.8Hz), 7.79-7.67 (1H, m), 7.67 (1H, d, J=8.6Hz), 7.54 (1H, t, J=7.8Hz), 7.11 (2H, 
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d, J=8.8Hz), 6.95 (2H, d, J=8.8Hz), 5.36 (2H, s), 3.66 (3H, s), 2.89 (2H, t, J=7.6Hz), 
2.59 (2H, t, J=7.6Hz) 0 

mmn a o) 

5 6 - (4- (*>"J y- 2 ->f h^v) 7 i-AO >^ • t+fr^ 




10 TLC : Rf 0.57 (^^r^> I ffiRxf-^=2 : 1) ; 

NMR (CDC1 3 ) : 8 8.18 (1H, d, J=8.8Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 

J=7.8Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.54 (1H, dt, J=8.0, 1.2Hz), 7.08 
(2H, d, J=8.8Hz), 6.94 (2H, d, J=8.8Hz), 5.37 (2H, s), 3.65 (3H, s), 2.54 (2H, t, 
J=7.6Hz), 2.30 (2H, t, J=7.5Hz), 1.73-1.50 (4H, m), 1.43-1.30 (2H, m) 0 

15 

1(11) 

6 - (2 - (+;'J>-2-^M^y) 7x^JU) • * fA'X 



o 



20 
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TLC : Rf 0.63 (^^r-9-> ! BI^^^-^=2 : 1) ; 

NMR (CDC1 3 ) : 8 8.22 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.84 (1H, d, 

J=8.0Hz), 7.75 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.55 (1H, t, J=8.0Hz), 7.21-7.08 (2H, 
m), 6.95-6.86 (2H, m), 5.39 (2H, s), 3.64 (3H, s), 2.76 (2H, t, J=7.5Hz), 2.31 (2H, t, 
5 J=7.3Hz), 1.80-1.58 (4H, m), 1.52-1.34 (2H, m) 0 

mm wi2) 

4- (2- (^yr/-2-^fW>*'» 7x^y) 7? ym • ifA'X 



TLC : Rf o.60(^^r-9-> : g^^^;w = i : 1) ; 

NMR (CDCI3) : £ 8.20 (1H, d, J=8.2Hz), 8.07 (1H, d, J=8.2Hz),7.69-7.85 (3H, 

15 m), 7.54 (1H, ddd, J=8.0, 6.8, 1.2Hz), 6.81-6.98 (4H, m), 5.43 (2H, s), 4.09-4.19 
(4H, m), 2.59 (2H, t, J=7.4Hz), 2.18 (2H, m), 1.25 (3H, t, J=7.2Hz) 0 

1 li_3j 

5 - (2 - (^y'J>-2-^;^ F^y) 7x/^y) ^> 9 >^ • ^ )V 
20 x^f;v 



10 
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TLC : Rf 0.51 (^^r-9-> : g^^i^;l/=2 : 1) ; 

NMR (CDC1 3 ) : S 8.20 (1H, d, J=8.4Hz), 8.07 (1H, d, J=8.4Hz), 7.69-7.85 (3H, 

5 m), 7.54 (1H, m), 6.80-6.98 (4H, m), 5.43 (2H, s), 4. 12 (2H, q, J=7. 1Hz), 4.09 (2H, 
t, J=6.2Hz), 2.41 (2H, t, J=6.9Hz), 1.86-1.91 (4H, m), 1.23 (3H, t, J=7.1Hz) 0 

2- (3- (3- (^yj>-2-^fiM h^y) 7"n^y) & 

10 @& • * ^-)]yJ^^-f)V 



TLC : Rf 0.31 (^^r-9-> : @^^J^-f-;l/ = 2 : 1) ; 
15 NMR(CDC1 3 ): d 8. 19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.65-7.85 (3H, 

m), 7.55 (1H, m), 7.19 (1H, dd, J=7.0, 7.0Hz), 6.65-6.92 (3H,m), 5.38 (2H, s), 4.05 
(2H, s), 3.76 (3H, s), 3.52 (2H, t, J=7.0Hz), 2.69 (2H, t, J=10.0Hz), 1.95 (2H, m) 0 

1 (15) 

20 7 - (2 - (^7'J>-2-^Mf^y) 7 x. S 3rv) ^7° 9 • ^ )V 
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H 3 C 




TLC : Rf 0.51 (^3r+h> I §£@&J-^;l/= 2 I 1) ; 
5 NMR(CDC1 3 ): $ 8.20 (1H, d, J=8.4Hz), 8.07 (1H, d, J=8.4Hz), 7.69-7.84 (3H, 

m), 7.54 (1H, ddd, J=8.2, 6.8, 1.4Hz), 6.80-6.98 (4H, m), 5.44 (2H, s), 4.12 (2H, q, 
J=7.2Hz), 4.06 (2H, t, J=6.6Hz), 2.30 (2H, t, J=7.4Hz), 1.87 (2H, tt, J=7.3, 7.3Hz), 
1.35-1.74 (6H, m), 1.24 (3H, t, J=7.2Hz) D 

10 mm 1(16) 

4- (2- (4-^>f;V^>y>t^y) 7x7+y) 7^ >^ • xf 



TLC : Rf 0.52 '. g£$.x^;i/=5 ; l) ; 

NMR (CDC1 3 ) : S 7.35 (2H, d, J=8.4Hz), 7.17 (2H, d, J=8.4Hz), 6.84-6.96 (4H, 

m), 5.08 (2H, s), 4.13 (2H, q, J=7.4Hz), 4.07 (2H, t, J=6.2Hz), 2.60 (2H, t, J=7.3Hz), 
2.54 (2H, t, J=7.5Hz), 2.13 (2H, m), 1.52-1.68 (2H, m), 1.26-1.37 (4H, m),1.25 (3H, 
20 t, J=7.4Hz), 0.89 (3H, t, J=6.8Hz) 0 
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mm 1(17) 

5- (2- (4 -^>f]^>y^t^rv) 7x7^y) ^ > ^ y @£ • jc^- ;i/ 




TLC : Rf 0.48 (^^-9- >: g^^-^^^ = 5 : 1) ; 

NMR (CDCI3) : S 7.35 (2H, d, J=8.4Hz), 7.17 (2H, d, J=8.4Hz), 6.81-6.96 (4H, 

10 m), 5.08 (2H, s), 4.12 (2H, q, J=7.2Hz), 4.04 (2H, t, J=5.8Hz), 2.59 (2H, t, J=7.7Hz), 
2.39 (2H, t, J=7.0Hz), 1.80-1.88 (4H, m), 1.52-1.68 (2H, m), 1.28-1.37 (4H, m),1.24 
(3H, t, J=7.2Hz), 0.88 (3H, t, J=6.6Hz) 0 

^W>M 1(18) 

15 7- (2- (4-^>f^>^t^ry) 7x^y) ^zf 9 >M ■ ^ ^ 




20 TLC : Rf 0.50 > I g£H-X^;W=5 1) ; 

NMR (CDCI3) : d 7.35 (2H, d, J=7.8Hz), 7.17 (2H, d, J=7.8Hz), 6.80-6.96 (4H, 
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m), 5.08 (2H, s), 4.12 (2H, q, J=7.2Hz), 4.02 (2H, t, J=6.6Hz), 2.60 (2H, t, J=7.7Hz), 
2.29 (2H, t, J=7.5Hz), 1.24-1.90 (14H, m), 1.25 (3H, t, J=7.2Hz), 0.88 (3H, t, 
J=6.6Hz) 0 

5 mm i 

5- (3 - h^y) 7x-)U) >^ • 




10 

TLC : Rf 0.39 (^3^ > I ftg|?Jt^;U=3 ! 1) ; 

NMR (CDC1 3 ) : £ 8.20 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.83 (1H, dd, 

J=8.0, 1.5Hz), 6.74 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, 
ddd, J=8.0, 8.0, 1.0Hz), 7.19(1H, dd, J=8.5, 8.5Hz), 6.90-6.75 (3H, m), 5.38 (2H, 
15 s), 3.66 (3H, s), 2.60 (2H, t-like), 2.30 (2H, t-like), 1.70-1.55 (4H, m) 0 

iiii (2 0) 

2- (3- (3- V y- 2 h^r v) 7x^jv) 7nt*)Vft) 
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TLC : Rf 0.55 (^^r^-> : g^^-^^;v = 2 : 1) ; 

NMR(CDC1 3 ) : d 8.20 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.6Hz), 7.66-7.85 (3H, 

m), 7.55 (1H, ddd, J=8.2, 7.0, 1.2Hz), 7.20 (1H, dd, J=7.7, 7.7Hz), 6.78-6.88 (3H, 
m), 5.38 (2H, s), 3.72 (3H, s), 3.20 (2H, s), 2.58-2.73 (4H, m), 1.90 (2H, tt, J=7.5, 
5 7.5Hz) 0 

mm 1(21) 

5- (7- (^;'J>-2-^W^y) -3, 4-vt Knt7f;i/) ^ 




TLC : Rf 0.63 : g^^f-;u=2 : 1) ; 

NMR (CDC1 3 ) : d 8.19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, dd, 

15 J=8.0, 1.2Hz), 7.67-7.78 (2H, m), 7.54 (1H, ddd, J=8.0, 6.0, 1.0Hz), 7.03 (1H, d, 
J=8.2Hz), 6.93 (1H, d, J=2.6Hz), 6.78 (1H, dd, J=8.2, 2.6Hz), 5.85 (1H, dd, J=4.6, 
4.6Hz), 5.39 (2H, s), 3.65 (3H, s), 2.64 (2H, t, J=7.9Hz), 2.39 (2H, t, J=7.3Hz), 
2.15-2.31 (4H, m), 1.41-1.70 (4H, m)o 

20 mmm i (22) 

5- (7- (^/U>-2-^;Mf^y) -1, 2, 3, 4-fh5t Kn 
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TLC : Rf 0.67 (^^> I W^Wi^^=2 I 1) ; 

NMR (CDC1 3 ) : 8 8.18 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 

5 J=8.2Hz), 7.67-7.78 (2H, m), 7.49-7.58 (1H, m), 6.94 (1H, d, J=8.4Hz), 6.75-6.84 
(2H, m), 5.36 (2H, s), 3.67 (3H, s), 2.64-2.75 (3H, m), 2.27 (2H, t, J=7.3Hz), 1.28- 
1.84 (10H, m) 0 

mm 1 (23) 

10 6- (3- (3-7x-j^n^y) 7i-;P) >W. • * f-frz-K f- 

)V 




15 TLC : Rf 0.49 n D A : ^ 9 J ~ )V=5 I 1) \ 

NMR (CDCI3) : 8 7.34-7.10 (6H, m), 6.78-6.67 (3H, m), 3.95 (2H, t, J=6.5Hz), 

3.66 (3H, s), 2.81 (2H, t, J=7.5Hz), 2.57 (2H, t, J=7.5Hz), 2.31 (2H, t, J=7.5Hz), 
2.10 (2H, m), 1.74-1.53 (4H, m), 1.45-1.24 (2H, m) 0 

20 1 (24) 

7 - (3 - (+y'J>-2->f fr* h^rv) 7 )V) >m. ■ tf-A'X- 



94 



WO 99/11255 



PCT/JP98/03760 




tlc : Rf 0.37 : g^^-^;w=5 : 1) ; 

5 NMR(CDC1 3 ): S 8. 19 (1H, d, J=8.5Hz), 8.08 (1H, d, J=8.5Hz), 7.85-7.50 (4H, 

m), 7.20 (1H, dd, J=7.5, 7.5Hz), 6.95-6.80 (3H, m), 5.37 (2H, s), 3.67 (3H, s), 2.57 
(2H, t, J=7.5Hz), 2.31 (2H, t, J=7.5Hz), 1.70-1.50 (4H, m), 1.40-1.20 (4H, m) 0 

mmm 1(25) 

10 (3EZ) -6 - (3 - (^;'J>-2-^M Ry) 7x-;V) - 3 




15 TLC : Rf 0.33 (^^r^ > : WpM^^ =5 : 1) ; 

NMR (CDC1 3 ) : d 8.19 (1H, d, J=8.0Hz), 8.08 (1H, d, J=8.0Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.0Hz), 7.55 (1H, m), 7.19 (1H, dd, J=8.0, 
8.0Hz), 6.95-6.75 (3H, m), 5.70-5.45 (2H, m), 5.38 (2H, s), 3.66 (3H, s), 3.05-2.95 
(2H, m), 2.70-2.60 (2H, m), 2.40-2.25 (2H, m) 0 



1 (2 6) 

2- (3- (3- (^;r/-2-^f?Mb^y) -fu\£)V7,)V7 



20 
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5 TLC : Rf 0.68 n U I ^ * J -;l/=9 I 1) ; 

NMR (CDC1 3 ) : <3" 8.20 (1H, d, J=8.4Hz), 8.09 (1H, d, J=8.4Hz), 7.84 (1H, dd, 

J=8.4, 1.2Hz), 7.75 (1H, ddd, J=8.4, 7.0, 1.6Hz), 7.68 (1H, dd, J=8.4, 1.2Hz), 7.59 
(1H, ddd, J=8.2, 7.0, 1.2Hz), 7.22 (1H, m), 6.78-6.89 (3H, m), 5.38 (2H, s), 3.77 
(3H, s), 3.63 (2H, s), 2.74-2.85 (4H, m), 2.12 (2H, tt, J=7.7, 7.7Hz) c 

10 

2 - ( (2EZ) -3 - (3- (^y')>-2-^iMh^y) 7x^^) - 



15 




TLC : Rf 0.35 (^^> : ^ = 3 I 1) ; 

NMR (CDCI3) : d 8.19 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.67 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, dd, J=8.5, 
20 8.5Hz), 7.10-6.85 (3H, m), 6.45 (1H, d, J=16.0Hz), 6.13 (1H, dt, J=16.0, 7.5Hz), 
5.39 (2H, s), 3.70 (3H, s), 3.40 (2H, d, J=7.5Hz), 3.18 (2H, s) G 
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mum 1(28) 

2 2 - (3- (3- (*>"J>-2-'fWf*'» 7x^;V) •/ 




NMR (CDC1 3 ) : * 8.20 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.6Hz), 7.66-7.85 (3H, 

m), 7.55 (1H, dd, J=7.5, 7.5Hz), 7.19 (1H, dd, J=7.6, 7.6Hz), 6.77-6.87 (3H, m), 
5.37 (2H, s), 4.14 (2H, q, J=7.2Hz), 2.57-2.70 (4H, m), 1.84 (2H, tt, J=7.7, 7.7Hz), 
10 1.49 (6H, s), 1.24 (3H, t, J=7.2Hz) Q 

mm 1(29) 



15 




TLC : Rf 0.41 (S^^f-;i/ : ^^r-9-> = i : 2) ; 

NMR (CDCI3) : S 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.82 (d, J = 

8.0 Hz, 1H), 7.74 (m, 1H), 7.67 (d, J = 8. 5Hz, 1H), 7.54 (m, 1H), 7.24 (dd, J = 8.0, 
20 8.0 Hz, 1H), 7.00-6.85 (m, 3H), 5.38 (s, 2H), 3.65 (s, 3H), 3.59 (s, 2H) Q 

mm i (30) 
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4- (3- (3r7 V 2 -4 fr* h^fv) "7^-^) "7** > ^ • ^ ^ J- * 




5 

tlc : Rf o.5i : ^^r^> = l : 2) ; 

NMR (CDC1 3 ) : £ 8. 19 (d, J = 8.5 Hz, 1H), 8.09 (d, J = 8. 5Hz, 1H), 7.83 (d, J = 

8.0 Hz, 1H), 7.74 (m, 1H), 7.68 (d, J = 8.5 Hz, 1H), 7.55 (m, 1H), 7.23 (m, 1H), 
6.90-6.75 (m, 3H), 5.38 (s, 2H), 3.65 (s, 3H), 2.62 (t, J = 7.5 Hz, 2H), 2.31 (t, J = 
10 7.5 Hz, 2H), 1.93 (m, 2H) C 

mffiM 1 (31) 

3- (3- (4 -^>f;>7x- )V* h^rv) 7x-ik) 7°n;r/f • ;i/ 




TLC : Rf 0.64 (^3r+J-> I BM^^=4 1) ; 

NMR (CDCI3) : d 7.02-7.36 (m, 5H), 6.78-6.83 (m, 3H), 5.00 (s, 2H), 3.67 (s, 

20 3H), 2.93 (t, J = 7.0 Hz, 2H), 2.57-2.66 (m, 4H), 1.61 (m, 2H), 1.24-1.36 (m, 4H), 
0.89 (t, J = 6.2 Hz, 3H) 0 
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(3 2) 

5- (5- (^;'J>-2-^MKy) -3, 4-ytKnt7f^) ^ 



5 




TLC : Rf 0.55 (g^-X^ : /\^> = 1 I 2) ; 

NMR (CDC1 3 ) : £ 8.20 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 

8.0 Hz, 1H), 7.74 (m, 1H), 7.71 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7. 12 (dd, J = 8.0, 
10 8.0 Hz, 1H), 6.92 (d, J = 8.0 Hz, 1H), 6.85 (d, J = 8.0 Hz, 1H), 5.89 (t, J = 4.5 Hz, 
1H), 5.40 (s, 2H), 5.39 (s, 2H), 3.66 (s, 3H), 2.91 (t, J = 8.0 Hz, 2H), 2.45 (t, J = 7.0 
Hz, 2H), 2.34 (d, J = 7.5 Hz, 2H), 2.26 (m, 2H), 1.80-1.45 (4H, m) Q 

^MM 1 (33) 

15 5 - (5 - (3r/ V y- 2 fr* h^v) - 1, 2, 3, 4-f F7tFn 




20 TLC : Rf 0.55 (tK '. * 9 J ~ I ^nn*M=i: 10 ! 100) ; 

NMR (CDCI3) : 8 8.20 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.5 Hz, 1H), 7.83 (d, J = 
8.5 Hz, 1H), 7.74 (m, 1H), 7.72 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7.07 (dd, J = 8.0, 
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8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 6.73 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.67 (s, 
3H), 3.00-2.60 (m, 3H), 2.34 (t, J = 7.5 Hz, 2H), 2.00-1.50 (10H, m) 0 

5 5 - (4 - (2 - (-f-y ? is>-2-4 fr) xf^y) 7x-^) ^y^yM- 



o 




10 TLC : Rf 0.69 (^^r+f-> I ^^^^ = 2 : 1) ; 

NMR (CDC1 3 ) : d 7.85-7.70 (m, 4H), 7.50-7.40 (m, 3H), 7.05 (d, J = 9 Hz, 2H), 

6.80 (d, J = 9 Hz, 2H), 4.25 (t, J = 7 Hz, 2H), 3.65 (s, 3H), 3.25 (t, J = 7 Hz, 2H), 
2.60 (t, J = 7 Hz, 2H), 2.35 (t, J = 7 Hz, 2H), 1.75-1.50 (m, 4H) C 

15 mm 1 (35) 

2- (6- (^y'J>-2-^;M f + y) -1, 2, 3, 4-f h7HKn 




20 
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TLC : Rf 0.47 (g£^i.^;l/ \ = 1 I 2) ; 

NMR (CDC1 3 ) : S 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.82 (d, J = 

8.0 Hz, 1H), 7.73 (m, 1H), 7.67 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7.06 (d, J = 8.5 
Hz, 1H), 6.81 (dd, J = 8.0, 3.0 Hz, 1H), 6.74 (d, J = 3.0 Hz, 1H), 5.35 (s, 2H), 3.69 
5 (s, 3H), 3.29 (m, 1H), 2.80-2.40 (m, 2H), 2.49 (dd, J = 15.0, 10.0 Hz, 1H), 2.00-1.60 
(m, 4H) 0 

mmmi (3 6) 

2 - (3 - (4 -^>f^7i-)M f^rv) 7i-)l/) gj^ • *^-)V3U^7- 
10 )l> 



H 3 C 




TLC : Rf 0.91 (^*c^y I B£g&.x-f-;l/=9 ; l) ; 
15 NMR (CDCI3) : 8 7.40-7.15 (m, 5H), 6.95-6.80 (m, 3H), 5.00 (s, 2H), 3.70 (s, 

3H), 3.60 (s, 2H), 2.60 (t, J = 7.5 Hz, 2H), 1.60 (m, 2H), 1.40-1.20 (m, 4H), 0.90 (t, 
J = 7 Hz, 3H) 0 

mmm (3 7) 

20 6 - (3 - V >-S -J jv* h^rv) 7 s.=.)v) ^*yr>Wi • 
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tlc : Rf 0.58(^^-9-^ : ftS?^^;w = i : i) ; 

NMR (CDC1 3 ) : d 9.00 (1H, br), 8.24 (1H, br), 8.14 (1H, d, J=8.5Hz), 7.85 (1H, 

5 d, J=8.0Hz), 7.74 (1H, dd, J=8.5, 8.0Hz), 7.57 (1H, dd, J=8.5, 8.0Hz), 7.23 (1H, m), 
6.91-6.78 (3H, m), 5.26 (2H, s), 3.66 (3H, s), 2.60 (2H, t, J=7.5Hz), 2.30 (2H, t, 
J=7.5Hz), 1.78-1.54 (4H, m), 1.47-1.26 (2H, m)„ 

10 4- (3- ( (2E) -3- (4-^>f^7x-;k) - 2 - T'o^jl't^ 



H 3 C 




15 TLC : Rf 0.74 > : &&3-?-)]s=3 I 1) ; 

NMR (CDCI3) : d 7.33 (d, J = 8.2 Hz, 2H), 7.20 (m, 1H), 7.14 (d, J = 8.2 Hz, 2H), 

6.67-6.82 (m, 4H), 6.37 (dt, J = 15.8, 5.8 Hz, 1H), 4.68 (dd, J = 5.8, 1.4 Hz, 2H), 
3.66 (s, 3H), 2.63 (t, J = 7.2 Hz, 2H), 2.59 (t, J = 7.2 Hz, 2H), 2.34 (t, J = 7.2 Hz, 
2H), 1.95 (tt, J = 7.2, 7.2 Hz, 2H), 1.61 (m, 2H), 1.25-1.36 (m, 4H), 0.89 (t, J = 6.7 
20 Hz, 3H) 0 

mm 1 (39) 
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4- (3- V >-3 ->f ^ b^rv) 7x-^) • ^f^x^ 




5 

TLC : Rf 0.84 (g^^-X. f - ;U) ; 

NMR (CDC1 3 ) : d 8.99 (d, J = 2.2 Hz, 1H), 8.24 (d, J = 2.2 Hz, 1H), 8. 13 (d, J = 

8.4 Hz, 1H), 7.85 (dd, J = 8.2, 1.4 Hz, 1H), 7.73 (ddd, J = 8.4, 7.0, 1.4 Hz, 1H), 
7.57 (ddd, J = 8.2, 7.0, 1.2 Hz, 1H), 7.23 (m, 1H), 6.81-6.88 (m, 3H), 5.26 (s, 2H), 
10 3.67 (s, 3H), 2.65 (t, J = 7.5 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H), 1.96 (tt, J = 7.5, 7.5 
Hz, 2H) 0 

(4 0) 

4 - (4 - (4-^nn-2-f'j7^to^f j^;'J>-6-^W l^^r 
15 v) y*. — )V) 77>i-^fiVX7f^ 



F 




tlc : Rf 0.49 (^^r-9-> : S^^-x-f-;u=4 : 1) ; 

20 NMR (CDCI3) : 8 8.35 (d, J = 2.0 Hz, 1H), 8.27 (d, J = 8.8 Hz, 1H), 7.95 (dd, J = 
8.8, 2.0 Hz, 1H), 7.84 (s, 1H), 7.13 (d, J = 8.5 Hz, 2H), 6.95 (d, J = 8.5 Hz, 2H), 
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5.30 (s, 2H), 3.66 (s, 3H), 2.61 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 2H), 1.93 (tt, 
J = 7.5, 7.5 Hz, 2H) Q 



mmn 1(41) 

5 2 - (3 - v >- 2 -4 h^y) 7x^jMf^ft) %m. ■ * * 




10 NMR (CDCI3) : d 8.20 (d, J = 8.4 Hz, 1H), 8.09 (d, J = 8.4 Hz, 1H), 7.83 (m, 1H), 

7.74 (m, 1H), 7.68 (d, J = 8.4 Hz, 1H), 7.55 (m, 1H), 7.18 (m, 1H), 6.83-7.03 (m, 
2H), 6.77 (m, 1H), 5.39 (s, 2H), 3.76 (s, 2H), 3.70 (s, 3H), 3.09 (s, 2H) Q 

mmm 1(42) 

15 (2 e) -6- (3 - (^;r/-2-^M h^r->) 71-^) ^**r- 2 




20 TLC : Rf 0.58 (@^-X-^;l/ : ^^^-y = \ ; 2) ; 

NMR (CDCI3) : $ 8. 19 (d, J = 8.0 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 
8.0 Hz, 1H), 7.74 (dd, J = 8.0, 8.0 Hz, 1H), 7.68 (d, J = 8.0 Hz, 1H), 7.55 (dd, J = 
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8.0, 8.0 Hz, 1H), 7.20 (dd, J = 8.0, 7.5 Hz, 1H), 6.93 (dt, J = 16.0, 7.0 Hz, 1H), 
6.90-6.75 (m, 3H), 5.80 (d, J = 16.0 Hz, 1H), 5.38 (s, 2H), 4. 19 (q, J = 7.0 Hz, 2H), 
2.61 (t, J = 7.5 Hz, 2H), 2.18 (dt, J = 7.0, 7.0 Hz, 2H), 1.76 (m, 2H), 1.29 (t, J = 7.0 
Hz, 3H) 0 

5 

mmm (43) 

2 - (3- ( (2E) -3 - (4-^>W7x-)V) 



H 3 C 



10 




tlc : Rf 0.57 : g^^^^;v=4 : l) ; 

NMR (CDCI3) : 8 7.33 (d, J = 8.0 Hz, 2H), 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 7.14 (d, 

J = 8.0 Hz, 2H), 6.83-6.95 (m, 3H), 6.71 (d, J = 16.4 Hz, 1H), 6.36 (dt, J = 16.4, 5.8 
15 Hz, 1H), 4.70 (d, J = 5.8 Hz, 2H), 3.80 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.59 (t, J 
= 7.2 Hz, 2H), 1.54-1.68 (m, 2H), 1.23-1.35 (m, 4H), 0.89 (t, J = 6.6 Hz, 3H) 0 

mMffl 1 (44) 

4- (2- (4-^nn-2-h'j7;v^n^ Wyj>-6-'f;Mb^ 
20 v) -T9 >Wt ' * f^7>f^ 
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tlc : Rf 0.58 : S^^^^-;v-4 : 1) ; 

NMR(CDC1 3 ): 8 8.40 (d, J = 1.4 Hz, 1H), 8.28 (d, J = 8.6 Hz, 1H), 7.95 (dd, J = 

5 8.6, 1.4 Hz, 1H), 7.85 (s, 1H), 7. 16-7.26 (m, 2H), 6.91-6.98 (m, 2H), 5.34 (s, 2H), 
3.63 (s, 3H), 2.80 (t, J = 7.6 Hz, 2H), 2.38 (t, J = 7.6 Hz, 2H), 2.02 (tt, J = 7.6, 7.6 
Hz, 2H) 0 

mmm 1 (45) 

10 2 - ( (2 z) -3 - (3 - ( + ;'J>-2->f;v^h^y) 7x^jv) - 2 




15 TLC : Rf 0.76 (ffiM^^ I ^3r^ > = 1 I 1) ; 

NMR (CDC1 3 ) : £ 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.25 (dd, J = 8.0, 8.0 Hz, 1H), 6.95 (s, 1H), 
6.93 (d, J = 8.0 Hz, 1H), 6.89 (d, J = 8.0 Hz, 1H), 6.58 (dd, J = 11.5, 1.5 Hz, 1H), 
20 5.71 (dt, J = 11.5, 8.0 Hz, 1H), 5.39 (s, 2H), 3.57 (s, 3H), 3.47 (dd J = 8.0, 1.5 Hz, 
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2H), 3.16 (s, 2H) 0 

mmm 1 (46) 

6- (3 - (+>"J>-2-'f^fW) 7i-^) ^^r-9->^ • 
5 jc^-t ^ 




TLC : Rf 0.44 (g^^xf^ ; ^^^-> = i ; 3) ; 
10 NMR (CDCI3) : 5 8.07 (d, J = 8.5 Hz, 1H), 8.04 (d, J = 8.5 Hz, 1H), 7.77 (d, J = 

8.0 Hz, 1H), 7.69 (ddd, J = 8.5, 8.5, 1.5 Hz, 1H), 7.52 (d, J = 8.5 Hz, 1H), 7.52 (d, J 
= 8.5 Hz, 1H), 7.25-7.00 (m, 3H), 6.94 (ddd, J =7.0, 1.5, 1.5 Hz, 1H), 4.43 (s, 2H), 
3.66 (s, 3H), 2.49 (t, J = 7.5 Hz, 2H), 2.25 (t, J = 7.5 Hz, 2H), 1.70-1.40 (m, 4H), 
1.27 (m, 2H) 0 

15 

mmm 1 (47) 

2- (3- (3- ( (2E) -3- (4- / Of^7x-jl') - 2 -^w<- 



H 3 C 



20 




TLC : Rf 0.60 (^*rVry I g^-X^;v=4 I 1) ; 
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NMR (CDCI3) : d 7.33 (d, J = 8.0 Hz, 2H), 7.20 (m, 1H), 7.14 (d, J = 8.0 Hz, 2H), 

6.67-6.80 (m, 4H), 6.37 (dt, J = 16.0, 5.6 Hz, 1H), 4.68 (d, J = 5.6 Hz, 2H), 3.73 (s, 
3H), 3.22 (s, 2H), 2.55-2.74 (m, 6H), 1.93 (tt, J = 7.6, 7.6 Hz, 2H), 1.54-1.66 (m, 
2H), 1.26-1.35 (m, 4H), 0.89 (t, J = 6.9 Hz, 3H) C 

5 

2 - (5— (^r/"J>-2-^;Mf^y) -1, 2, 3, 4-f fytKn 



10 




TLC : Rf 0.33 I s\*ifry = \ \ 3) ; 

NMR (CDCI3) : 8 8.18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.70 (d, J = 8.5 Hz, 
15 1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.04 (dd, J = 8.0, 8.0 Hz, 1H), 6.74 (d, J = 
8.0 Hz, 1H), 6.72 (d, J = 8.0 Hz, 1H), 5.38 (s, 2H), 3.71 (s, 3H), 3.15-1.95 (m, 
8H),1.56 (m, 1H) 0 

mm 1 (49) 

20 4 - (5 - (* J U y- 2 -4 fr* h^y) -1, 2, 3, 4-ff7tFn 

1-7 9 vy- 2 ~f$> y^ - * f^^r^ 
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TLC : Rf 0.60 (g^.x^;l/ I ^^r^> = l I 2) ; 

NMR (CDC1 3 ) : d 8.18 (d, J = 8.0 Hz, 1H), 8.07 (dd, J = 8.0, 1.5 Hz, 1H), 7.82 

5 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.59 (d, J = 8.0 Hz, 
1H), 7.53 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.71 (d, J = 
8.0 Hz, 1H), 6.71 (d, J - 8.0 Hz, 1H), 5.37 (s, 2H), 3.68 (s, 3H), 3.15-2.60 (m, 3H), 
2.55-2.30 (m, 1H), 2.35 (t, J =7.5 Hz, 2H), 2.00 (m, 1H), 1.85-1.60 (m, 3H), 1.55- 
1.30 (m, 3H) 0 

10 

^faMl (5 0) 

2- (7- (^y'J>-2-^;V^ h+y) -1, 2, 3, 4-f f7tKn 



15 




tlc : Rf 0.27 (g^^f;v : ^^-9->=i : 5) ; 

NMR (CDCI3) : d 8.17 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.81 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 
20 1H), 7.53 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 6.98 (d, J = 8.0 Hz, 1H), 6.79 (dd, J = 8.0, 
3.0 Hz, 1H), 6.71 (d, J = 3.0 Hz, 1H), 5.34 (s, 2H), 3.69 (s, 3H), 2.90-2.70 (m, 3H), 
2.55-2.10 (m, 4H), 1.91 (m, 1H), 1.44 (m, 1H) Q 
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mmm 1(51) 

3- (6- V y-2 -Jfr* h3r>0 -1, 2, 3, 4-fh7liKo 

1-7 9 vy- 2 -4 ;w) ^o;r/i • f;vxxf^ 




tlc : Rf 0.88 (tK : ^ ? ;w : ^on^;i/A=i : 10 : 100) ; 

NMR (CDCI3) : 8 8.18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

10 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 6.97 (d, J = 8.5 Hz, 1H), 6.78 (dd, J = 8.5, 
2.5 Hz, 1H), 6.75 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.67 (s, 3H), 2.90-2.70 (m, 3H), 
2.41 (t, J = 7.5 Hz, 2H), 2.38 (m, 1H), 1.89 (m, 1H), 1.80-1.60 (m, 3H), 1.38 (m, 
1H) 0 

15 

mmm l (52) 

4- (7- (^y V y-2 -4 b^rv) - 1 , 2, 3, 4-fh7tKD 



20 
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TLC : Rf 0.43 (gfc^cif-^ : > = 1 *. 3) ; 

NMR (CDC1 3 ) : d 8. 17 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.98 (d, J = 8.5 Hz, 1H), 6.78 (dd, J = 8.5, 
5 2.5 Hz, 1H), 6.72 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.67 (s, 3H), 2.90-2.65 (m, 3H), 
2.36 (dd, J = 16.0, 10.0 Hz, 1H), 2.33 (t, J = 7.5 Hz, 2H), 2.00-1.60 (m, 4H), 1.50- 
1.20 (m, 3H) 0 

mmm 1 [jii 

10 6- (^y V y-2 Y 3r>0 -1, 2, 3, 4 -f h Knf7 * 




15 TLC : Rf 0.35 (g^B&J^l' > = 1 I 3) ; 

NMR (CDCI3) : d 8.18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (d, J = 8.0 Hz, 1H), 6.81 (dd, J = 8.0, 
2.5 Hz, 1H), 6.75 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.71 (s, 3H), 3.05-2.60 (m, 5H), 
20 2.17 (m, 1H), 1.83 (m, 1H) C 

(5 4) 

2- (8- V y- 2 -4 )l>* h*v) -1, 2, 3, 4-fh9tKn 
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TLC : Rf 0.43 (tK : * 9 S—A> \ ?nn*M = l : 10 I 100) ; 
5 NMR (CDC1 3 ) : 8 8.22 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.83 (d, J = 8.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 6.78 (d, J = 
8.0Hz, 1H), 6.75 (d, J = 8.0 Hz, 1H), 5.40 (s, 2H), 3.81 (m, 1H), 3.69 (s, 3H), 2.95 
(dd, J = 15.0, 2.5 Hz, 1H), 2.85-2.75 (m, 2H), 2.49 (dd, J = 15.0, 11.0 Hz, 1H), 
10 1.95-1.75 (m,4H) 0 

m m m 1(55) 

8- (^;'J>-2-^Mf^» -1, 2, 3, 4-fh7HKnt7^ 
vy-2 -'f • * ^-)V^7,f-)V 




TLC : Rf 0.47 (g^a^;V : ^+f-> = l I 3) ; 

NMR (CDCI3) : d 8.19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 
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(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.06 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.06 (dd, J = 8.0, 8.0 Hz, 1H), 6.74 (d, J = 
8.0 Hz, 1H), 6.74 (d, J = 8.0 Hz, 1H), 5.40 (s, 2H), 3.76 (s, 3H), 3.28 (dd, J = 17.0, 
4.5 Hz, 1H), 3.00-2.65 (m, 4H), 2.21 (m, 1H), 1.89 (m, 1H) 0 

5 

^ftfcffll 1 (56) 

3- (8- (^yr/-2-^f;Mb^y) -1, 2, 3, 4-f fytFn 



10 




TLC : Rf 0.46 (gfc^c^ : s\*4)-y = i ; 3) ; 

NMR (CDCI3) : 8 8.21 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.84 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
15 1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.73 (d, J = 
8.0 Hz, 1H), 6.72 (d, J = 8.0 Hz, 1H), 5.38 (s, 2H), 3.68 (s, 3H), 3.12 (dd, J = 17.0, 
4.5 Hz, 1H), 2.90-2.75 (m, 2H), 2.49 (t, J =7.5 Hz, 2H), 2.31 (dd, J = 17.0, 9.0 Hz, 
1H), 2.00-1.70 (m, 4H), 1.42 (m, 1H) 0 

20 mm m (5 7) 

3- (5- (^>T/-2-^Wh*y) -1, 2, 3, 4-f h7HKn 
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TLC : Rf 0.42 (BM^^ I > = 1 I 3) I 

NMR (CDC1 3 ) : d 8. 19 (d, J = 8.5 Hz, 1H), 8.06 (d, J = 8.0 Hz, 1H), 7. 83 (dd, J = 

5 8.0, 1.0 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.70 (d, J = 8.5 Hz, 1H), 7.54 
(dd, J = 8.0, 8.0 Hz, 1H), 7.08 (dd, J = 8.0, 8.0 Hz, 1H), 6.85 (d, J = 8.0 Hz, 1H), 
6.74 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.68 (s, 3H), 3.00-2.70 (m, 3H), 2.43 (dd, J = 
7.0, 2.0 Hz, 1H), 2.39 (d, J = 7.0 Hz, 1H), 2.20-1.60 (m, 6H) Q 

10 mmm 1(58) 

3- (7- (^y'J>-2-'f;^b^y) -1, 2, 3, 4-fh7KKn 




15 

tlc : Rf 0.37 (S^^-f-;v : ^^-9-> = i : 3) ; 

NMR (CDCI3) : d 8.18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.53 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.97 (d, J =8.5 Hz, 1H), 6.88 (d, J = 2.5 
20 Hz, 1H), 6.79 (dd, J = 8.5, 2.5 Hz, 1H), 5.36 (s, 2H), 3.65 (s, 3H), 2.75 (m, 1H), 
2.67 (t, J = 5.5 Hz, 2H), 2.41 (ddd, J = 15.0, 7.0, 2.5 Hz, 1H), 2.29 (ddd, J = 15.0, 
7.0, 1.5 Hz, 1H), 2.20-1.55 (m, 6H) Q 



114 



WO 99/11255 



PCT/JP98/03760 



2 - (3 - V >- 7 ->f 7 jl-zi,.*?-^*) • ^ ^ 



TLC : Rf 0.41 (^^r-9-> I ft^^;l/ = i : l) ; 
MS (APCI, Pos. 40 V) : 354 (M+H)+ 0 

10 

mttM 2-2 (2) 

##fu 3 -emtk L tMC^ * J±* (Om^faZ^M 5 -^SifeM 1 £ RMtO 

15 mmjz 

(5EZ) -6 - (3 - (^r/'J>-2-^;^ h^y) 7x^) -5-^ 



20 

TLC : Rf 0.64 : &M^?-)l/=2 1) ; 

NMR (CDC1 3 ) : d 8.19 (1H, d, J=8.6 Hz), 8.08 (1H, d, J=8.2 Hz), 7.83 (1H, d, 
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J=8.2Hz), 7.76 (1H, m), 7.68 (1H, d, J=8.6 Hz), 7.55 (1H, t, J=6.8 Hz), 7.22 (1H, 
dd, J=15.6, 7.8 Hz), 7.06-6.82 (3H, m), 6.42 (1/2H, d, J=15.8 Hz), 6.40 (1/2H, d, 
J=10.0Hz), 6.16 (1/2H, dt, J=6.6, 15.8 Hz), 5.58 (1/2H, dt, J=7.4, 10.0 Hz), 5.39 
(2H, s), 3.66 and 3.63 (3H, s), 2.40-2.16 (4H, m), 1.89-1.63 (2H, m) 0 

5 

m wmz (1) 

(5EZ) -6 - (2 - (3r/V>-2-^;i^h3rv) 7i^V) - 5 



o 



10 




TLC : Rf 0.63 (• / ^4f"9-> : ffiSg^^;v=2 : 1) ; 
MS (apci, Pos., 40 V) : 362 (M+H)+ 0 

is mMM2 (2) 

(5EZ) -6 - (4 - (^r;'J>-2-'fiM F^rv) 7x^;u) -5-^ 




20 

TLC : Rf 0.62 I ffiHxffl/=2 I 1) ; 
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MS (apci, Pos., 40 V) : 362 (M+H)+ 0 

6- (3— (^;'J>-2-^MK>') 

OCX. 



mmm 1 -emkLtzit&vo (4.69 g) ? j -;v (bo m 1 ) 

T, 2^im.\t1- \ V (21 ml) £#n;U 1 HF«L/: 0 &fttfl 

10 ^iM2N^i (21 mi) -e^fptfd^ iitffiT^ ?y-^£^*u Sfcm 

(3.79 g) *#fc 0 
15 TLC : Rf 0.37 (^^r^ > I g^J^;V = l : 1) ; 

NMR(CDC1 3 ) : d 8.20 (1H, d, J=8.2Hz), 8.11 (1H, d, J=8.8Hz), 7.68-7.85 (3H, 

m), 7.51-7.59 (1H, m), 7.18 (1H, dd, J=7.8, 7.8Hz), 6.76-6.89 (3H, m), 5.40 (2H, s), 
2.59 (2H, t, J=7.4Hz), 2.33 (2H, t, J=7.4Hz), 1.55-1.78 (4H, m), 1.31-1.42 (2H, m)o 

20 mWM3 (1) -3 (6 0) 

mmmi en -mmmi (39) UD-mmi (43), 

mmm 1 (45) -mmm 1 (59) z/mmm 2-2 ( 2 ) l fcft 
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6- (3- vy— 2 y*.~)is) ^\^^-yM 




TLC : Rf 0.28(^nn*;VA : ^ ?y-;v=2o: 1) ; 

NMR (CDC1 3 ) : d 7.92-7.78 (4H, m), 7.58-7.42 (3H, m), 7.26-7. 15 (1H, m), 6.91- 

6.75 (3H, m), 5.22 (2H, s), 2.59 (2H, t, J=7.6Hz), 2.33 (2H, t, J=7.4Hz), 1.75-1.52 
10 (4H, m), 1.46-1.22 (2H, m) Q 

mmm3 (2) 

6- (3-^>y^^v7x-;v) ^3r+>->g| 



15 




TLC : Rf 0.32 n u^;VA : J ? J -;V=20 : 1) ; 

NMR (CDC1 3 ) : 8 7.48-7.26 (5H, m), 7.25-7.12 (1H, m), 6.84-6.73 (3H, m), 5.05 

(2H, s), 2.59 (2H, t, J=7.6Hz), 2.34 (2H, t, J=7.5Hz), 1.78-1.52 (4H, m), 1.46-1.28 
20 (2H, m) 0 
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6- (3- (t"'Jy>-2 
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-4 7x-)l') ^^VBfc 




TLC : Rf 0.23 (^DD*H I ^ ? 7 -;V=20 ! 1) ; 

NMR (CDC1 3 ) : 5 8.61 (1H, d, J=5.2Hz), 7.74 (1H, dt, 1=1.6, 1.8Hz), 7.55 (1H, d, 

J=7.6Hz), 7.29-7.13 (2H, m), 6.87-6.74 (3H, m), 5.22 (2H, s), 2.59 (2H, t, J=7.4Hz), 
2.34 (2H, t, J=7.2Hz), 1.79-1.53 (4H, m), 1.46 -1.25 (2H, m) c 

mmm (4) 

(2 E) -3- (2- (^yj >-2->f;M f^y) y^=-)V) -2-7°u 



TLC : Rf 0.47 (^OO^H : ^ 9 J -^ = 10 : 1) ; 

NMR (d 6 -DMSO) : 8 12.5-12.1 (1H, br), 8.45 (1H, d, J=8.5Hz), 8.10-7.96 (2H, 

m), 7.98 (1H, d, J=16.2Hz), 7.85-7.58 (4H, m), 7.37 (1H, dt, J=7.8, 1.8Hz), 7.18 
(1H, d, J=7.8Hz), 7.01 (1H, t, J=7.5Hz), 6.65 (1H, d, J=l 6.2Hz), 5.50 (2H, s) Q 

^MfflJ3 (5) 
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(2E) -3- (3 - (^ry i ;>-2-^;V^h^rv) 7 -2-~?u 




5 

TLC : Rf 0.38 (^on*M : * 9 7-^ = 10 : 1) ; 

NMR (d 6 -DMSO) : d 12.6-12.2 (1H, br), 8.43 (1H, d, J=8.4Hz), 8.09-7.95 (2H, 

m), 7.86-7.58 (2H, m), 7.71 (1H, d, J=8.4Hz), 7.57 (1H, d, J=16.0Hz), 7.46 (1H, br), 
7.41-7.24 (2H, m), 7.12 (1H, d, J=8.0Hz), 6.57 (1H, d , J=16.0Hz), 5.43 (2H, s) Q 

10 

mum 3 (6) 

(2E) -3 - (4 - (^yV>-2-^f;M h^rv) 7x-^) - 2 -7"D 




15 O 

tlc : Rf o.4i (^nn^;wA : ^ ^y-;u=io : i) ; 

NMR (d 6 -DMSO) : d 12.4-12.1 (1H, br), 8.42 (1H, d, J=8.6Hz), 8.08-7.96 (2H, 

m), 7.80 (1H, dt, J=7.5, 1.6Hz), 7.71-7.60 (2H, m), 7.65 (2H, d, J=8.6Hz), 7.54 (1H, 
20 d, J=16.0Hz), 7.11 (2H, d, J=8.6Hz), 6.38 (1H, d, J=l 6.0Hz), 5.43 (2H, s) c 
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3- (2- (*/"J>-2-'fWbt'» -yujiS&t 




TLC : Rf 0.28 (^on*M : ^ * 7 -;V = 15 : 1) ; 

NMR (CDCI3) : 5 8.20 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.6Hz), 7.81 (1H, d, 

J=8.0Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.0Hz), 7.26- 
7.11 (2H, m), 6.96-6.86 (2H, m), 5.42 (2H, s), 3.12 (2H, t, J=7.8Hz), 2.78 (2H, t, 
10 J=7.8Hz) 0 

mWM3 (8) 

3- (3- (^yj>-2-^;V^h^y) 7x-^) 7*n;r/i[ 



tlc : Rf 0.32 nn^;i/A : p« ^ 7 -;i/ = i5 : l) ; 

NMR (CDCI3) : £ 8.20 (1H, d, J=8.6Hz), 8.12 (1H, d, J=8.2Hz), 7.82 (1H, d, 

J=8.0Hz), 7.78-7.68 (1H, m), 7.69 (1H, d, J=8.6Hz), 7.55 (1H, t, J=8.2Hz), 7.20 (1H, 
20 t, J=7.8Hz), 6.93 (1H, br), 6.89-6.79 (2H, m), 5.38 (2H, s), 2.95 (2H, t, J=7.6Hz), 
2.68 (2H, t, J=7.6Hz) 0 



15 
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mmM3 (9) 

3- (4- (^t7 V y- 2 -4 )V* 7 :/n^°>^ 




TLC : Rf 0.34(^nn*;UA : 7 ^y-;v = i5 ; i) ; 

NMR (CDC1 3 ) : 5 8.19 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.4Hz), 7.82 (1H, d, 

J=8.2Hz), 7.78-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.2Hz), 7.14 (2H, 
10 d, J=8.6Hz), 6.94 (2H, d, J=8.6Hz), 5.36 (2H, s), 2. 91 (2H, t, J=7.6Hz), 2.65 (2H, t, 
J=7.6Hz) 0 

mmm a q) 

6- (4- V >- 2 b^ry) 7jt — JU) <-v3r^>^ 

15 




TLC : Rf 0.41 DO*;l/A : ? 7 -/I/ = 15 I 1) ; 

NMR (CDCI3) : £ 8.19 (1H, d, J=8.2Hz), 8.10 (1H, d, J=8.6Hz), 7.82 (1H, d, 

20 J=8.2Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.2Hz), 7.54 (1H, t, J=7.0Hz), 7.08 (2H, d, 
J=8.8Hz), 6.93 (2H, d, J=8.8Hz), 5.37 (2H, s), 2.54 (2H, t, J=7.5Hz), 2.35 (2H, t, 

122 
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J=7.5Hz), 1.76-1.51 (4H, m), 1.46-1.28 (2H, m) 0 

6 - (2 - V >- 2 -4 h^rv) 7x-)k) 

5 

O 




TLC : Rf 0.51 (^*Vr> \ ftBt^^ = l *. D i 

NMR (CDC1 3 ) : 5 8.21 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.6Hz), 7.82 (1H, d, 

10 J=8.0Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.0Hz), 7.21-7.07 (2H, 
m, Ph), 6.95-6.85 (2H, m), 5.40 (2H, s), 2.76 (2H, t, J=7.5Hz), 2.37 (2H, t, J=7.5Hz), 
1.71 (4H, m), 1.56-1.36 (2H, m) 0 

mmm 3 (12) 

15 (5EZ) -6- (3- V >- 2 b^ry) 7or^.;U) -5-^ 




20 TLC : Rf 0.27, 0.20 n n * ;I/ A I ^ * 7 - ;V = 15 I 1) I 

NMR(CDC1 3 ) : 5 8.26-8.07 (2H, m), 7.82 (1H, d, J=8.2Hz), 7.80-7.65 (2H, m), 
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7.55 (1H, t, J=7.5Hz), 7.29-7.15 (2H, m), 7.08-6.99 (1H, m), 6.98-6.80 (2H, m), 
6.42 and 6.36 (1H, m), 5.42 and 5.41 (2H, s), 2.51-2.18 (4H, m), 1.91-1.68 (2H, m) Q 

mmm 3(13) 

5 (5EZ) -6- (2- (^yj>-2-^Mh^ry) 7^-)V) -5-^ 



o 




10 tlc : Rf 0.41 (^nn^;i/A : ^y-;i/ = i5 : l) ; 

NmR(CDCl 3 ) : d 8.21 (1H, d, J=8.6Hz), 8.12 (1H, d, J=8.6Hz), 7.87-7.61 (3H, 

m), 7.59-7.40 (2H, m), 7.24-7.08 (1H, m), 6.99-6.82 (2+0. 67H, m), 6.69 (0.33H, d, 
J=11.6Hz), 6.23 (0.67H, dt, J=16.0, 7.0Hz), 5.73 (0.3 3H, dt, J=11.6, 7.5Hz), 5.42 
and 5.39 (2H, eachs), 2.50-2.27 (4H, m), 1.96-1.72 (2H, m) 0 

15 

mm.M 3 (14) 

(5EZ) -6- (4- V >- 2 h^zs) 7^~)V) -5-^ 



20 
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TLC : Rf 0.36 DO*jl/A : t 9 J-)U = 15 : 1) ; 

NMR (CDC1 3 ) : £ 8.19 (1H, d, J=8.6Hz), 8.11 (1H, d, J=8.6Hz), 7.82 (1H, d, 

J=8.0Hz), 7.79-7.62 (2H, m), 7.55 (1H, t, J=8.0Hz), 7.26 and 7.20 (2H, each d, 
J=8.8Hz), 6.98 and 6.95 (2H, each d, J=8.8Hz), 6.38 (0.33H, d, J=11.4Hz), 6.34 
5 (0.67H, d, J=16.0Hz), 6.03 (0.67H, dt, J=16.0, 6.8Hz), 5.54 (0.33H, dt, J=11.4, 
7.2Hz), 5.39 (2H, s), 2.47-2.17 (4H, m), 1.90-1.70 (2H, m) 0 

4- (2- (^yj>-2-^;Mb^y) 7x^y) 79>Wt 

10 



TLC : Rf 0.25 I ft»Xf^ = l I 1) i 

NMR (CDCI3) : £ 8.20-8.27 (2H, m), 7.85 (1H, dd, J=8.0, 1.2Hz), 7.75 (1H, ddd, 

15 J=8.4, 7.0, 1.4Hz), 7.54-7.63 (2H, m), 6.83-7.04 (4H, m), 5.39 (2H, s), 4.16 (2H, t, 
J=5.5Hz), 2.59 (2H, dd, J=6.4, 4. 4Hz), 2.21-2.33 (2H, m)o 

mt&ffl 3 (16) 

5- (2- (*>"J>-2->f^>*V) 7xy^r'» 

20 




O 
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TLC : Rf o.20(^^-9-> : B^St^^ = l : i) ; 

NMR(CDC1 3 ): 8 8.21 (1H, d, J=8.6Hz), 8. 12 (1H, d, J=8.6Hz), 7.68-7.84 (3H, 

5 m), 7.53 (1H, ddd, J=8.4, 6.0, 1.4Hz), 6.81-7.01 (4H, m), 5.42 (2H, s), 4.09 (2H, t, 
J=5.9Hz), 2.51 (2H, t, J=6.7Hz), 1. 86-1.98 (4H, m) D 

mmm 3 (17) 

2- (3- (3- (^7'J>-2-'f;v^l«^y) yjL-)V) T'n*'^!/) g£ 

10 m 



TLC : Rf 0.53 (^ODW : * ? J~-fr=3 : 1) ; 
15 NMR (CDCI3) : ^ 8.22 (1H, d, J=9.2Hz), 8.16 (1H, d, J=9.2Hz), 7.69-7.85 (3H, 

m), 7.56 (1H, ddd, J=7.0, 7.0, 1.0Hz), 7.19 (1H, dd, J=7.8, 7.8Hz), 6.78-6.96 (3H, 
m), 5.42 (2H, s), 4.09 (2H, s), 3.53 (2H, t, J=6.2Hz), 2.69 (2H, t, J=7.3Hz), 1.92 
(2H, m) 0 

20 mMM 3 (18) 
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5 TLC : Rf 0.41 > I Bfeg.x?-/I/ = 1 : 1) ; 

NMR(CDC1 3 ): d 8.26 (1H, d, J=8.6Hz), 8. 15 (1H, d, J=8.6Hz), 7.81-7.88 (2H, 

m), 7.74 (1H, ddd, J=8.4, 7.0, 1.8Hz), 7.51-7.59 (1H, m), 6.80-7.04 (4H, m), 5.49 
(2H, s), 4.07 (2H, t, J=6.0Hz), 2.38 ( 2H, t, J=6.9Hz), 1.38-1.94 (8H, m)o 

io mmm 3(19) 

4- (2- (4-^>f^>y^t^py) 7x/^y) 7?>Wt 



H 3 C 




15 TLC : Rf 0.39 > I Sfc$t^^ = l I D ; 

NMR (CDCI3) : § 7.35 (2H, d, J=8. 1Hz), 7. 18 (2H, d, J=8. 1Hz), 6.87-6.97 (4H, 

m), 5.07 (2H, s), 4.08 (2H, t, J=6.0Hz), 2.60-2.64 (4H, m), 2.04-2.21 (2H, m), 1.53- 
1.68 (2H, m), 1.26-1.36 (4H, m), 0.88 (3H, t, J=6.7Hz) 0 



20 &mm 3 (20) 

5- (2- (4-^>f^>y;^^y) 7x;^» ^> 9 y\ 
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H 3 C 




TLC : Rf 0.45 (^^r^> I B^®?^-f"^ = l ! 1) ; 
5 NMR (CDC1 3 ) : d 7.34 (2H, d, J=8.0Hz), 7. 17 (2H, d, J=8.0Hz), 6.82-6.98 (4H, 

m), 5.08 (2H, s), 4.05 (2H, t, J=5.8Hz), 2.59 (2H, t, J=7.6Hz), 2.46 (2H, t, J=7.0Hz), 
1.83-1.94 (4H, m), 1.53-1.69 (2H, m), 1.25-1.36 (4H, m), 0.88 (3H, t, J=6.7Hz) 0 

iii3 (2 1) 

10 7- (2- (4 -^>f^>^i^v) 7x^y) 



tlc : Rf o.54(^^r-9-> : S^^^;v=i : 1) ; 

15 NMR (CDCI3) : $ 7.35 (2H, d, J=8.2Hz), 7. 17 (2H, d, J=8.2Hz), 6.81-6.96 (4H, 

m), 5.09 (2H, s), 4.02 (2H, t, J=6.6Hz), 2.59 (2H, t, J=7.7Hz), 2.35 (2H, t, J=7.5Hz), 
1.25-1.90 (14H, m), 0.88 (3H, t, J=6.7Hz) Q 

mmPI 3(22) 
20 5 - (3 - (^y'J>-2-^)M l-^ry) 7 — 




128 



WO 99/11255 



PCT/JP98/03760 




TLC : Rf 0.61 (g^JL^;l/ I ^^r^>=2 ■'. 1) ; 

NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.5Hz), 8.12 (1H, d, J=8.5Hz), 7.83 (1H, dd, 

5 J=8.5, 1.5Hz), 7.74 (1H, ddd, J=8.5, 8.5, 1.5Hz), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, 
ddd, J=8.5, 8.5, 1.0Hz), 7.18 (1H, t, J=7.5Hz), 6.90- 6.75 (3H, m), 5.40 (2H, s), 
2.65-2.50 (2H, m), 2.45-2.30 (2H, m), 1.75-1.55 (4H, m) 0 

mmm 3 (23) 

10 2- (3- (3- (^;r/-2-^Mh^y) yjL-jv) yut:>ft) 




15 TLC : Rf 0.49 (gfr^c-^;l/) ; 

NMR ( d 6 -DMSO) : d 8.39 (1H, d, J=8.4Hz), 7.95-8.02 (2H, m), 7.77 (1H, ddd, 

J=7.0, 7.0, 1.4Hz), 7.56-7.67 (2H, m), 7.18 (1H, dd, J=7.7, 7.7Hz), 6.76-6.92 (3H, 
m), 5.33 (2H, s), 3.18 (2H, s), 2.50-2.64 (4H, m), 1.75- 1.89 (2H, m) Q 

20 mmm 3 (24) 

5- (7- V y- 2 ->f -3, 4-ykFnt7f^) ^ 

y?ym 
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TLC : Rf 0.24(^^r+)-> I ffl&3-*f- )\/ =2 I 1) J 
5 NMR ( d 6 -DMSO) : d 8.39 (1H, d, J=8.4Hz), 8.01 (1H, d, J=8.4Hz), 7.97 (1H, d, 

J=7.0Hz), 7.77 (1H, ddd, J=8.4, 7.0, 1.4Hz), 7.56-7.68 (2H, m), 7.04 (1H, d, 
J=8.0Hz), 6.79-6.90 (2H, m), 5.84 (1H, t, J=4.4Hz), 5.35 (2H, s), 2.55 (2H, t, 
J=7.8Hz), 2.32 (2H, t, J=7.2Hz), 2.08-2.15 (4H, m), 1.32-1.50 (4H, m) c 

io mmm (2 5) 

5- (7- (^;'J>-2-^MF^y) -1, 2, 3, 4-f b5tKn 




15 

TLC : Rf 0.27 I gfc^^;l/ = 2 I 1) | 

NMR ( d 6 -DMSO) : d 8.38 (1H, d, J=8.4Hz), 8.01 (1H, d, J=8.4Hz), 7.97 (1H, d, 

J=7.0Hz), 7.77 (1H, ddd, J=8.4, 7.0, 1.4Hz), 7.64 (1H, d, J=8.4Hz), 7.55-7.63 (1H, 
m), 6.92 (1H, d, J=8.6Hz), 6.73-6.84 (2H, m), 5.31 (2H, s), 2.54-2.64 (3H, m), 2.14 
20 (2H, t, J=7.4Hz), 1.23-1.74 (10H, m) c 
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6- (3- (3-7x-;vyo^v) 7i-*) ^\^r*9->^ 




TLC : Rf 0.30 (^un*;i/A : y ? y -;v=30 : l) ; 

NMR (CDC1 3 ) : 5 7.35-7.11 (6H, m), 6.79-6.66 (3H, m), 3.96 (2H, t, J=6.5Hz), 

2.81 (2H, t, J=7.5Hz), 2.58 (2H, t, J=7.5Hz),2.35 (2H, t, J=7.5Hz), 2. 18-2.01 (2H, 
m), 1.76-1.53 (4H, m), 1.48-1.29 (2H, m) 0 



10 mmm 3 (27) 

7- (3- U>-2--f^y f^v) 7x^^) ^y°?>m 




15 TLC : Rf 0.44 (tK I ^ * J —fr \ 9 n n A =1 : 10 I 100) ; 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.82 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.18 (1H, m), 6.90- 
6.75 (3H, m), 5.40 (2H, s), 2.57 (2H, t, J=7.5Hz), 2.34 ( 2H, t, J=7.5Hz), 1.75-1.40 
(8H, m) 0 

20 

mm 3(2$) 

( 3 E Z ) -6- (3- (^;'J>-2-^;^f^ry) 7i-^) -3-^ 



131 



WO 99/11255 



PCT/JP98/03760 




5 TLC : Rf 0.37 (tK \ * 9 J ~ )V : ? n n * )V A = 1 : 10 : 100) ; 

NMR (CDC1 3 ) : 8 8.25-8.05 (2H, m), 7.95-7.50 (4H, m), 7.25-7.15 (1H, m), 6.95- 

6.75 (3H, m), 5.70-5.40 (2H, m), 5.39 &5.37 (2H, s), 3. 10-3.00 (2H, m), 2.75-2.60 
(2H, m), 2.50-2.25 (2H, m) 0 

10 jjj 3(29) 

2- (3- (3- (^y'J>-2-^Mf + -» 7x-^) -fu\£)V^)Vy 

4-^) mm 




TLC : Rf 0.17(^no*;VA : *y-;u=3 : 1) ; 

NMR (CDCI3+CD3OD) : d 8.27 (1H, d, J=8.3Hz), 8.09 (1H, d, J=8.3Hz), 7.70- 

7.89 (3H, m), 7.59 (1H, ddd, J=8.0, 7.2, 0.8Hz), 7.23 (1H, m), 6.81-6.89 (3H, m), 
5.37 (2H, s), 3.68 (2H, s), 2.76-2.91 (4H, m), 2.14 (2H, m) 0 

mmma (_3 o) 

2 - ( (2EZ) -3 - (3- (3r7 , ;>-2--f;i^h^v) 7 - 
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5 tlc : Rf 0.37 (tK : * 9 J -fr I ? n u = i : io : 100) ; 

NMR (CDC1 3 ) : d 8.22 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.75 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.56 (1H, m), 7.19 (1H, dd, J=8.0, 
8.0Hz), 7.10 (1H, m), 7.00-6.85 (2H, m),6.47 (1H, d, J= 16.0Hz), 6.17 (1H, dt, 
J=16.0, 7.5Hz), 5.41 (2H, s), 3.42 (2H, d, J=7.5Hz), 2.24 (2H, s) Q 

10 

m m 3(31) 

2 2 - (3- (3- (^y'J>-2-^Mf^y) 7x^;v) -f 



15 




TLC : Rf 0.58 (gfcg&J^;i/) ; 

NMR (CDCI3) : 8 8.26 (1H, d, J=8.4Hz), 8.19 (1H, d, J=8.4Hz), 7.84 (1H, dd, 

J=8.0, 1.4Hz), 7.71-7.80 (2H, m), 7.53-7.61 (1H, m), 7.17 (1H, dd, J=7.9, 7.9Hz), 
20 7.03 (1H, m), 6.84 (1H, dd, J=8.1, 2.6Hz), 6.75 (1H, d, J= 7.9Hz), 5.53 (2H, s), 
2.62-2.72 (4H, m), 1.86 (2H, tt, J=6.6, 6.6Hz), 1.59 (6H, s) D 
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mm 3(32) 

2 - (3 - (^y V y-2 -4 b^y) y^~)V) 




TLC : Rf 0.52 Otft I * 9 J —fr ^noWA=l I 10 I 100) ; 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.81 (1H, d, 

J=8.0Hz), 7.73 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.54 (1H, m), 7.24 (1H, dd, J=8.0, 
8.0Hz), 7.03 (1H, m), 7.00-6.90 (2H, m), 5.40 (2H, s), 3.64 (2H, s)o 

mmm 3 (33) 

4- (3 - (^yj>-2-^^^ F^v) 7x-^) -rtyfk 




15 

TLC : Rf 0.63 CtfC '. * 9 J -fr \ 9 U D A = 1 ! 10 I 100) ; 

NMR (CDC1 3 ) : $ 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.20 (1H, dd, J=8.0, 
8.0Hz), 6.95-6.75 (3H, m), 5.39 (2H, s), 2.65 (2H, t, J =7.5Hz), 2.35 (2H, t, 
20 J=7.5Hz), 1.95 (2H, m) 0 

mmm (34) 
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5 TLC : Rf 0.51 (H=^c^-;l/) ; 

NMR (CDC1 3 ) : (J 7. 17-7.36 (5H, m), 6.79-6.84 (3H, m), 5.00 (2H, s), 2.94 (2H, 

t, J=7.7Hz), 2.57-2.71 (4H, m), 1.62 (2H, m), 1.28-1.35 (4H, m), 0.89 (3H, t, 
J=6.8Hz) 0 

10 mmm 3 (35) 

5- (5- (^7'J>-2-^M F^rv) -3, 4-ykFnt7f;l/) ^ 




15 

TLC : Rf 0.40 (7K I * 9 J '—A' I ?no*W=l : 10 I 100) ; 

NMR (CDC1 3 ) : 8 8.21 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.84 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.72 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.12 (1H, dd, J=8.0, 
8.0Hz), 6.92 (1H, d, J=8.0Hz), 6.85 (1H, d, J=8.0Hz), 5 .89 (1H, t, J=7.5Hz), 5.41 
20 (2H, s), 2.91 (2H, t, J=8.0Hz), 2.46 (2H, t, J=8.0Hz), 2.39 (2H, t, J=7.5Hz), 2.26 
(2H, m), 1.95-1.50 (4H, m) 0 
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iMO (3 g) 

5- (5- (+7'J>-2-^;V^f^y) -1, 2, 3, 4-ff7tKn 




TLC : Rf 0.40 Ofc : * 9 J —fr \ W O jJn ;l/ A = 1 : 10 I 100) ; 

NMR (CDC1 3 ) : £ 8.21 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.73 (1H, m), 7.72 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.07 (1H, dd, J=8.0, 
10 8.0Hz), 6.82 (1H, d, J=8.0Hz), 6.73 (1H, d, J=8.0Hz), 5 .38 (2H, s), 3.00-2.65 (3H, 
m), 2.39 (2H, t, J=7.5Hz), 2.00-1.30 (10H, m) 0 

mmm (3 7) 

5- (4- (2- (1-7 vvy-2-4 ^) y^^)v) ^ypyffi. 

15 

O 




TLC : Rf 0.56 (9 oo*;^ : * 9 7 -/V=20 I 1) ; 

NMR(CDC1 3 ): d 7.90-7.70 (4H, m), 7.50-7.40 (3H, m), 7.05 (2H, d, J = 7.5 Hz), 

20 6.85 (2H, d, J = 7.5 Hz), 4.25 (2H, t, J = 7 Hz), 3.25 (2H, t, J = 7 Hz), 2.55 (2H, t, J 
= 7 Hz), 2.35 (2H, t, J = 6.5 H z), 1.80-1.50 (4H, m) 0 
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2- (6- (^>"JV-2-^^>^» -1, 2, 3, 4-f 




TLC : Rf 0.41 (3fC I ^ 9 J —fr : ^ n n*;l/A=l : 10 : 100) ; 

NMR (CDC1 3 ) : (J 8.20 (1H, d, J=8.5Hz), 8.11 (1H, dd, J=8.0, 1.5Hz), 7.83 (1H, 

dd, J=8.0, 1.5Hz), 7.74 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.68 (1H, d, J=8.5Hz), 7.55 
10 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.11 (1H, d, J=8.5Hz), 6.82 (1H, dd, J=8.5, 8.5Hz), 
6.75 (1H, d, J=8.5Hz), 5.37 (2H, s), 3.31 (1H, m), 2.74 (1H, dd, J=5.0, 15.0Hz), 
2.73 (2H, m), 2.55 (1H, dd, J=9.0, 15.0Hz), 2.00-1.65 (4H, m) 0 

mmm 3 (39) 

15 2- (3- (4-^>f;V7x^JMh^y) y cl-A,) ^ 



H 3 C 




TLC : Rf 0.52(^nn^;l/A : * ?;-)V=9 : l) ; 
20 NMR (CDCI3) : d 7.40-7.15 (5H, m), 6.95-6.85 (3H, m), 5.00 (2H, s), 3.65 (2H, 
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s), 2.60 (2H, t, J = 7.5 Hz), 1.60 (2H, m), 1.45-1.20 (4H, m), 0.90 (3H, t, J = 6.5 Hz) c 

mrnws (4 o) 

6 - (3 - V >-3-4A'* 7x-;l/) ^^V^ 

5 




TLC : Rf 0.36 n n*;l/A : ^ ^ J — ;U = 15 I 1) ; 

NMR (CDC1 3 ) : 8 9.02 (1H, d, J=2.0Hz), 8.25 (1H, br), 8.15 (1H, d, J=8.5Hz), 

10 7.84 (1H, d, J=8.5Hz), 7.73 (1H, dt, J=2.0, 8.5Hz), 7.57 (1H, t, J=8.5Hz), 7.20 (1H, 
t, J=8.0Hz), 6.90-6.77 (3H, m), 5.27 (2H, s), 2.61 (2H, t, J=7.5Hz), 2.36 (2H, t, 
J=7.5Hz), 1.78-1.56 (4H, m), 1.48-1.26 (2H, m) 0 

mmm 3 (ad 

15 4- (3- ( (2E) -3- ( 4 fry - 2 - 7*n ^ — 3f 




20 TLC : Rf 0.68 (gfc@&x^;l/) ; 

NMR (CDC1 3 ) : d 7.33 (2H, d, J=8.3Hz), 7.20 (1H, m), 7.13 (2H, d, J=8.3Hz), 
6.76-6.82 (3H, m), 6.71 (1H, dt, J=16.0, 1.2Hz), 6.36 (1H, dt, J=16.0, 5.6Hz), 4.67 
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(2H, dd, J=5.6, 1.2Hz), 2.66 (2H, t, J=7.3Hz), 2.59 (2H, t, J=7.8Hz), 2.38 (2H, t, 
J=7.3Hz), 1.97 (2H, tt, J=7.3, 7.3Hz), 1.61 (2H, m), 1.27-1.34 (4H, m), 0.89 (3H, t, 
J=6.7Hz) 0 

5 m&m u 2) 

4- (3- V y-3 -4)V* h*v) 7x-Jk) 79 y& 



°o — r 

10 TLC : Rf 0.41 (g^^-^;l/) ; 

NMR (CDCI3+CD3OD) : d 9.31 (1H, d, J=1.8Hz), 8.96 (1H, s), 8.66 (1H, d, 

J=8.0Hz), 8.06-8.19 (2H, m), 7.92 (1H, m), 7.27 (1H, m), 6.87-6.90 (3H, m), 5.43 
(2H, s), 2.67 (2H, t, J=7.4Hz), 2. 30 (2H, t, J=7.4Hz), 1.95 (2H, tt, J=7.4, 7.4Hz) Q 

15 ^WM 3 (43) 

2 - (3 - V y- 2 b^rv) 7i-WfW) 



20 TLC : Rf 0.45 (? n n : y ^ y -;u = io : 1) ; 

NMR (CDCI3+3 drops of CD3OD) : d 8.21 (1H, d, J=8.4Hz), 8.06 (1H, d, 
J=8.4Hz), 7.67-7.85 (3H, m), 7.54 (1H, m), 7.22 (1H, dd, J=7.8, 7.8Hz), 6.88-7.04 
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(3H, m), 5.35 (2H, s), 3.79 (2H, s), 3.04 (2H, s) c 

mmM 3 (44) 

(2 E) - 6 - (3 - (^yj >-2-^f;M h^rv) 7 jl-ZU) ^3r+>-- 2 

5 -j->m 




TLC : Rf 0.36 (7& I J* 9 J —fr \ 9 n n =1 : 10 ! 100) ; 

10 NMR (CDC1 3 ) : d 8.19 (d, J=8.0Hz, 1H), 8.12 (d. J=8.0Hz, 1H), 7.82 (d, 

J=8.0Hz, 1H), 7.73 (dd, J=8.0, 8.0Hz, 1H), 7.68 (d, J=8.0Hz, 1H), 7.53 (dd, J=8.0, 
8.0Hz, 1H), 7.19 (dd, J=7.0, 7.0Hz, 1H), 7.03 (dt, J=15.0, 7.0Hz, 1H), 6.90-6.75 
(m, 3H), 5.82 (d, J=15.0Hz, 1H), 5.40 (s, 2H), 2.61 (t, J=7.5Hz, 2H), 2.20 (dt, J=7.0, 
7.0Hz, 2H), 1.76 (m, 2H) Q 

15 

mmm 3 (45) 

2- (3- ( (2E) -3- (4-^>f-^7x-JI/) - 2 - ~7v<-)U*3r 



H 3 C 



20 




TLC : Rf 0.64 (^ DD*W : J* 9 J -)V=4 1) J 
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NMR (CDCI3) : d 7.33 (2H, d, J=8.0Hz), 7.25 (1H, dd, J=7.8, 7.8Hz), 7. 14 (2H, 

d, J=8.0Hz), 6.83-6.95 (3H, m), 6.71 (1H, d, J=15.8Hz), 6.36 (1H, dt, J=15.8, 
6.0Hz), 4.69 (2H, d, J=6.0Hz), 3.83 (2H, s), 3.11 (2H, s), 2.59 (2H, t, J=7.6Hz), 
1.61 (2H, m), 1.26-1.35 (4H, m), 0.89 (3H, t, J=6.6Hz) 0 

5 

IM3 (4 6) 

2- ( (2Z) -3- (3- (^r>"J>-2-^;Mh^y) 7^-)\s) -2 




TLC : Rf 0.40 (^C I * 9 J —fr \ ?u u = 1 : 10 I 100) ; 

NMR (CDCI3) : <5 8.35 (d, J = 8.5 Hz, 1H), 8.12 (d. J = 8.0, 1.0 Hz, 1H), 7.91 (d, 

J = 8.5 Hz, 1H), 7.88 (dd, J = 8.0, 1.5 Hz, 1H), 7.76 (ddd, J = 8.0, 8.0 1.5 Hz, 1H), 
15 7.58 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.58 ( d, J = 1.5 Hz, 1H), 7.27 (dd, J = 7.5, 7.5 
Hz, 1H), 6.98 (dd, J = 7.5, 1.5 Hz, 1H), 6.84 (d, J = 7.5 Hz, 1H), 6.63 (d, J = 11.0Hz, 
1H), 5.80 (dt, J = 11.0, 9.0Hz, 1H), 5.54 (s, 2H), 3.80 (d, J = 9 .OHz, 2H), 3.28 (s, 
2H) 0 

20 ^mm 3(47) 

6- (3- V y- 2 -4 )V*^-)V7-jr) 7x-jk) ^^c-V-ym. 



141 



WO 99/11255 



PCT/JP98/03760 




TLC : Rf 0.46 (tK I *9 J—fr\ >7UU A = 1 : 10 : 100) | 

NMR (CDC1 3 ) : 8 10.50 (br., 1H), 8. 10 (d, J = 8.0 Hz, 1H), 8. 10 (dd. J = 8.0, 1.0 

5 Hz, 1H), 7.76 (dd, J = 8.0, 1.5 Hz, 1H), 7.68 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.54 (d, 
J = 8.0 Hz, 1H), 7.49 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.22 (dd, J = 1.5, 1.5 Hz, 1H), 
7. 13 (d, J = 1.5, 1.5, 6.5 Hz, 1H), 7.09 (dd, J = 6.5, 6.5 Hz, 1H), 6.94 (ddd, J = 1.5, 
1.5, 6.5 Hz, 1H), 4.45 (s, 2H), 2.51 (t, J = 7.5 Hz, 2H), 2.31 ( t, J = 7.0 Hz, 2H), 
1.62 (m, 2H), 1.53 (m, 2H), 1.31 (m, 2H) C 

10 

mams us) 

2- (3- (3- ( (2E) -3- (4-^>f^7x-;i/) -2-7°n^- 



15 




TLC : Rf 0.42 (^OD^;VA : ^ ? J - )V = 10 I 1) ; 

NMR(CDC1 3 ): d 7.33 (d, J = 8.2 Hz, 2H), 7. 11-7.24 (m, 3H), 6.67-6.82 (m, 4H), 

6.36 (dt, J = 16.0, 6.0 Hz, 1H), 4.68 (d, J = 6.0 Hz, 2H), 3.25 (s, 2H), 2.55-2.74 (m, 
20 6H), 1.60 (m, 2H), 1.27-1.35 (m, 4H), 1.93 (tt, J = 7.6, 7.6 Hz, 2H), 0.89 (t, J = 6.6 
Hz, 3H)o 
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2- (5- (^yi^-2->f;i/^ b^y) -1, 2, 3, 4-ff7t Kd 

t7^u>-2 ->r )i>) &m 



5 




TLC : Rf 0.40 (tK I * 9 J —fr '. *^A=1 : 10 : 100) ; 

NMR (DMSO-d 6 ) : 8 8.41 (d, J = 8.5 Hz, 1H), 8.03 (dd, J = 7.5, 1.0 Hz, 1H), 

7.99 (dd, J =7.5, 1.5 Hz, 1H), 7.79 (ddd, J = 7.5, 7.5, 1.5 Hz, 1H), 7.69 (d, J = 8.5 
10 Hz, 1H), 7.61 (ddd, J = 7.5, 7.5, 1.0 Hz, 1H), 7.03 (dd, J = 7.5, 7.5 Hz, 1H), 6.81 
(d, J - 7.5 Hz, 1H), 6.68 (d, J = 7.5 Hz, 1H), 5.35 (s, 2H), 3.05-2.75 (m, 2H), 2.75- 
2.35 (m, 2H), 2.29 (d, J = 7.0 Hz, 2H), 2.20-1.85 (m, 2H), 1.42 (m, 1H) G 

L5 0) 

15 4- (5- J D y- 2 -4 )V* h^v) -1, 2, 3, 4-f f7t Kd 

•fy 9 vy- 2 -J no 7?>& 




20 TLC : Rf 0.38 (tK I * 9 J —fr I 9 n U ft)]/ A =1 : 10 I 100) ; 

NMR (DMSO-d 6 ) : S 8.41 (d, J = 8.5 Hz, 1H), 8.02 (d, J = 8.0 Hz, 1H), 7.99 (dd, 
J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 1H), 
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7.61 (dd, J = 8.0, 8.0 Hz, 1H), 7.02 (dd, J = 8.0 , 8.0 Hz, 1H), 6.80 (d, J = 8.0 Hz, 
1H), 6.68 (d, J = 8.0 Hz, 1H), 5.34 (s, 2H), 3.05-2.70 (m, 2H), 2.62 (m, 1H), 2.34 (m, 
1H), 2.24 (t, J - 7.0 Hz, 2H), 1.94 (m, 1H), 1.75-1.55 (m, 3H), 1.45-1.20 (m, 3H) Q 

5 mmi is a ) 

2- (7- V y- 2 -4 fr* h*v) -1, 2, 3, 4-rh7tKn 

~r7 9vy-2-4)v) mfc 




10 

TLC : Rf 0.53 (tK I * 9 J —fr I ^on*M = l I 10 I 100) ; 

NMR (DMSO-dg) : 8 8.40 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.97 (d, J = 8.5 Hz, 1H), 6.79 (dd, J 
15 = 8.5, 2.5 Hz, 1H), 6.67 (d, J = 2.5 Hz, 1H), 5.31 (s, 2H), 2.79 (dd, J = 4.5, 16.5 Hz, 
1H), 2.75-2.60 (m, 2H), 2.39 (dd, J = 10.0, 16.0 Hz, 1H), 2.26 (d, J = 7.0 Hz, 2H), 
2.08 (m, 1H), 1.86 (m, 1H), 1.37 (m, 1H) D 

(5 2) 

20 3 - (6- (*>"r/-2->fWh*'» -1, 2, 3, 4-f h7tFo 

vy- 2 -fv^ym 
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o 



TLC : Rf 0.70 Otfc I J—fr \ 9 n n A =1 : io : 100) ; 

NMR (DMSO-d 6 ) : 8.39 (d, J = 8.5 Hz, 1H), 8.01 (dd, J = 8.0, 1.0 Hz, 1H), 

5 7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.96 (m, 1H), 6.85-6.70 (m, 2H), 5.30 
(s, 2H), 2.80-2.65 (m, 3H), 2.30 (t, J = 7.5 Hz, 2H), 2.26 (m, 1H), 1.84 (m, 1H), 
1.75-1.45 (m, 3H), 1.28 (m, 1H) C 

10 3(53) 

4- (7- (^y'J>-2-'f;v>>^y) -1, 2, 3. 4-f l>7liKn 




15 

TLC : Rf 0.58 (Tfc I * 9 J '. ^ n n A = 1 : 10 : 100) ; 

NMR (DMSO-d 6 ) : S 8.40 (d, J = 8.0 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.0 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.96 (m, 1H), 6.85-6.70 (m, 2H), 
20 5.30 (s, 2H), 2.85-2.60 (m, 3H), 2.30 (dd, J = 16.0, 10.5 Hz, 1H), 2.30 (t, J = 7.5 Hz, 
2H), 1.86 (m, 1H), 1.75-1.50 (m, 3H), 1.40-1.20 (m, 3H) Q 
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3£Jife0ll 3 (54) 

6- (+yj>-2-^Wh^r'» -1, 2, 3, 4-ff7tKnt7^ 




o 



TLC : Rf 0.52 (tK I * 9 J \ ^DD^M = i: 10 I 100) I 

NMR (DMSO-d 6 ) : 5 8.41 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

10 7.99 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.65 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (d, J = 9.5 Hz, 1H), 6.85-6.75 
(m, 2H), 5.32 (s, 2H), 2.95-2.50 (m, 5H), 2.07 (m, 1H), 1.68 (m, 1H) Q 

15 2- (8- (^yr/-2-^;Mh^y) -1, 2, 3, 4-f Kn 




20 TLC : Rf 0.59 (tK ! ^ 9 J — fr 9 n n A =1 : 10 I 100) ; 
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NMR (DMSO-d 6 ) : § 12. 13 (br., 1H), 8.38 (d, J = 8.5 Hz, 1H), 8.01 (dd, J = 8.0, 

1.0 Hz, 1H), 8.01 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 
7.77 (d, J = 8.5 Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.07 (dd, J = 8.0, 8.0 
Hz, 1H), 6.86 (d, J = 8.0Hz, 1H), 6.70 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.60 (m, 
5 1H), 2.82 (dd, J = 15.5, 2.5 Hz, 1H), 2.80-2.60 (m, 2H), 2.32 (dd, J = 15.5, 11.0 
Hz, 1H), 1.90-1.60 (m, 4H) 0 

(5 6) 

8- (^;VV-2-^^h^r'» -1, 2, 3, 4 —f Y 7 t: Kn i~7 9 
10 V>- 2 -^fl/fc/UaKvH 




TLC : Rf 0.63 (#. \ * 9 J -)V >? D U A = 1 : 10 '. 100) ; 
15 NMR (DMSO-d 6 ) : 8 8.42 (d, J = 8.5 Hz, 1H), 8.03 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 
Hz, 1H), 7.62 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.82 
(d, J = 8.0 Hz, 1H), 6.70 (d, J = 8.0 Hz, 1H), 5.36 (s, 2H), 3.08 (m, 1H), 2.90-2.55 
(m, 4H), 2.08 (m, 1H), 1.74 (m, 1H) 0 

20 

mmm ls 7) 

3- (8- (^yj>-2-^;Mf^y) -1, 2, 3, 4-f >7tKo 
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TLC : Rf 0.59 (>tfc : * ? S —)V ; jr u U = 1 ; 10 : 100) 
5 NMR (DMSO-d 6 ) : 8 8.42 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (dd, J = 8.0, 8.0 Hz, 1H), 6.79 
(d, J = 8.0 Hz, 1H), 6.69 (d, J = 8.0 Hz, 1H), 5.36 (s, 2H), 3.00 (m, 1H), 2.85-2.60 
(m, 2H), 2.35 (t, J = 7.0 Hz, 2H), 2.22 (dd, J = 16.0, 10.0 Hz, 1H), 1.98 (m, 1H), 
10 1.80-1.50 (m, 3H), 1.30 (m, 1H) C 

^*fcgl3 (5 8) 

3- (5- (^yj>-2-'f^h^'» -1, 2, 3, 4-f b7tKD 




TLC : Rf 0.28 (7ft I * ^ J —)V ; ^DD*jVA = l : 10 I 100) ; 

NMR (DMSO-d 6 ) : d 8.42 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

20 7.99 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 
Hz, 1H), 7.62 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.07 (dd, J = 8.0, 8.0 Hz, 1H), 6.83 
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(d, J = 8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 5.33 (s, 2H), 2.90-2.50 (m, 3H), 2.29 (t, 
J = 7.5 Hz, 2H), 2.00-1.50 (m, 6H) Q 

(5 9) 

5 3- (7- (^7'J>-2-^;V^h^y) -1, 2, 3, 4-f h7tKD 
±y^-)V) 7DA>i 




10 TLC : Rf 0.28 (7K I * *?J-)V \ ^nn*M = l ; 10 : 100) ; 

NMR (DMSO-d 6 ) : § 8.39 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.95 (d, J = 8.5 Hz, 1H), 6.91 (d, J = 
2.5 Hz, 1H), 6.79 (d, J = 8.5, 2.5 Hz, 1H), 5.32 (s, 2H), 2.80-2.50 (m, 3H), 2.26 (t, J 
15 = 8.0 Hz, 2H), 2.00-1.50 (m, 6H) Q 

mrnm 3 ( 6 0 ) 

2- (3- (^;T/-7-^;Mh^'» 7x^;Mf^f^-) ^ 



20 




tlc : Rf 0.30(^nn^;vA : ^ ^y-;i/=9 : l) ; 
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NMR (DMSO-d 6 ) : 8 8.90 (m, 1H), 8.40 (d, J = 6 Hz, 1H), 8.10-8.00 (m, 2H), 

7.70 (d, J = 6 Hz, 1H), 7.55 (dd, J = 7, 3.5 Hz, 1H), 7.25 (dd, J = 7.5, 7.5 Hz, 1H), 
7.05-6.85 (m, 3H), 5.35 (s, 2H), 3.80 (s, 2H), 3.10 (s, 2H) Q 

5 1 1 

N- -6- (3- (3r7 V >- 2 h^rv) 7 x. 




10 

nmW3"?&3kL*:it&® (3.25 g) > S-T^y-Znift-h'^ (0.84 
m 1 ) ££Tfl -t Kn^rv^Wh VTV-;l/ (189 mg) *)&jt*^U> (90 
ml) KigJBL, 7Ki£T\ 1 /U- 3- ( 3 - y^f^T ^ J ~fu t£;l/) 
#>M?y>f * K • J^mm (2.67 g) £#n££flL ^iS-e lOBfF^m^LT^o RJfc 

-C*I«U TIMmUfc^rSMft-frflf (3.63 g) 
tlc : Rf o.4i n n : ^ ? y -;v=20 : i) ; 

20 NMR (CDCI3) : $ 8.19 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 

J=8.4Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.55 (1H, dt, J=8.4, 1.4Hz), 
7.19 (1H, t, J=7.8Hz), 6.88-6.74 (3H, m), 6.04-5.84 (1H, br), 5.38 (2H, s), 3.54-3.42 
(2H, m), 2.66-2.50 (4H, m), 2.16 (2H, t, J=7.6Hz), 1.74-1.53 (4H, m), 1.41-1.20 (2H, 
m) 0 
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1 2 

2- (3- (5- (1- (2-vT;xf;l/) «r h y 5 - >f ^ > 




(LOO g) *&it*-f-\s> (25ml) K?§«¥U 
2M%T\ 5^kV> (537 mg) *iPx., 7^>^X#HjO\ ^7m"C 2 B#K 
10 L o RfcU^WL £ -5°C £ <$-±Pf£ > f^f^v'J^T S> K (0. 64 m 1 ) 

15 (i.o5 g ) *f#fco 

TLC : Rf 0.37 (^no*M : * * y -;l/=20 : 1) i 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.4Hz), 8.08 (1H, d, J=9.2Hz), 7.83 (1H, dd, 

J=8.0, 1.2Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.54 (1H, m), 7.19 (1H, dd, 
J=8.8, 7.2Hz), 6.87 (1H, br), 6.79 (2H, m), 5.38 (2H, s), 4.48 (2H, t, J=6.8Hz), 3.06 
20 (2H, t, J=6.8Hz), 2.85 (2H, t, J=7.8Hz), 2.60 (2H, t, J=7.4Hz), 1.86 (2H, qui, 
J=7.4Hz), 1.76-1.54 (2H, m), 1.52-1.31 (2H, m) 0 

mm* 

2- (3- (5- (lH-fK57-^-5->fA') ^y^-)V) 7x^y^ 
25 ^7'J> 
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1 2 -«j£ L tztt&m (1.05 g) tttfJ-fr (25 ml) Ky##£U 
5 1 N&mitT y V * (10 m 1 ) fcjbPx., ^fi-e 3 l$fffl«M$Lfc 0 RJfc 

i&^iSifcK l NfflK (10 m 1 ) £Jt!;L£gL ^ * / -^*«ES*Lfeo zKB 

TlB!ftttffiS:^f't-5*IS^fc#!»' (699 m g) fcftfco 
TLC : Rf 0.21 (^UD*M I > * 7 -;V = 20 I 1) i 

10 NMR (CDC1 3 ) : 5 8.26 (1H, d, J=8.6Hz), 8.09 (1H, d, J=8.2Hz), 7.87 (1H, d, 

J=8.0Hz), 7.80-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.58 (1H, t, J=8.0Hz), 7.15 (1H, 
t, J=8.0Hz), 6.80 (1H, dd, J=2.2, 8.0Hz), 6.71 (1H, d, J=8.0Hz), 6.64 (1H, br), 5.39 
(2H, s), 2.98 (2H, t, J=7.4Hz), 2.48 (2H, t, J=7.0Hz), 1.79 (2H, qui, J=7.4Hz), 1.53 
(2H, qui, J=7.0Hz), 1.38-1.17 (2H, m) Q 

15 

5 

2 _ (4-^>f;Vy>f5;l/t^y) £|f|^f^f^ 




Ttefitffc^ M> * A (1.3 g) O^WMTU' (35ml) MmWtK, 
2 -H Kn^^ltf -^f;Vxxf;V (5.3 g) O^^WMT^ K (30 
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mi) mm* ovizTrnz-tz^ ist io%-rmnLfz 0 Kmm&mmzA- 

^>W>t^^niJ K (8. 3 g , &m m 60-142936 ^Mm, 2 |E 

WLit^m) Oy^WW7 5 K (35ml) ^WLZm*.. 60°C-e 3 B#TO# 

Hl^^tl (8.4 g, 60-142936 -5|«ffl«\ 1 12^^%) 

(1) ziMML5 (4) 
3 -fc Kn^v$,i#f • ^ -f-^Ji^-r >K 4 -fc Kn^y^ifi • 
IWOi)M^T&^ HM#IJ5 (1) ~5 (3) (Dfc&mzm&LtZo tit, 
15 fflv^T^(i«5 tRIfl(fcOlft^*ff«:v\ H^J5 (4) ?)4t^£15B£ L£ 0 
%ffl i W5 (1) 



TLC : Rf o.6i (^-^v : §£@£j^;v=9 : i) ; 

NMR (CDC1 3 ) : S 7.70-7.60 (2H, m), 7.40-7.25 (3H, m), 7.20-7. 10 (3H, m), 6.73 



20 
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(1H, d, J=16.0Hz), 6.36 (1H, dt, J=16.0, 6.0Hz), 4.73 (2H, d, J=6.0Hz), 3.92 (3H, s), 
2.59 (2H, t, J=7.5Hz), 1.70-1.50 (2H, m), 1.50-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) 0 

mams (2) 



TLC : Rf 0.30 (^^r^> I \ 1) ; 

10 NMR (CDCI3) : d 8.00 (2H, d, J=9.0Hz), 7.32 (2H, d, J=8.0Hz), 7.14 (2H, d, 

J=8.0Hz), 6.88 (2H, d, J=9.0Hz), 6.72 (1H, d, J=16.0Hz), 6.34 (1H, dt, J=16.0, 
6.0Hz), 4.74 (2H, d, J=6.0Hz), 3.88 (3H, s), 2.59 (2H, t, J=7.5Hz), 1.70-1.50 (2H, 
m), 1.45-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) 0 

15 mmms (3) 

2- (4 -^>f^y>t5 )V^jr) felf^^f^fJl' 




20 TLC : Rf 0.31 (^^r^> ! g£@£^;V = 9 \ 1) ; 

NMR(CDC1 3 ) : d 7.95 (1H, d, J=7.0Hz), 7.50-7.35 (2H, m), 7.26 (2H, d, 



H 3 C 




CH 3 
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J=8.5Hz), 7.25-7.10 (1H, m), 7.11 (2H, d, J=8.5Hz), 6.62 (1H, d, J=16.0Hz), 6.24 
(1H, dt, J=16.0, 7.0Hz), 3.92 (3H, s), 3.77 (2H, d, J=7.0Hz), 2.57 (2H, t, J=7.5Hz), 
1.70-1.50 (2H, m), 1.45-1.20 (4H, m), 0.88 (3H, t, J=7.5Hz) Q 

5 mms (4) 




10 TLC : Rf 0.32 (^3f^> I @j=gg^;]/ = 9 I 1) ; 

NMR (CDC1 3 ) : § 7.81 (1H, dd, J=1.5, 7.5Hz), 7.45 (1H, ddd, J=1.5, 7.5, 7.5Hz), 

7.31 (2H, d, J=8.0Hz), 7.13 (2H, d, J=8.0Hz), 7.05-6.90 (2H, m), 6.77 (1H, d, 
J=16.0Hz), 6.37 (1H, dt, J=16.0, 5.5Hz), 4.78 (2H, d, J=5.5Hz), 3.91 (3H, s), 2.34 
(3H, s) 0 

15 

6 

2 _ (4-^>f;Uy>f5;Vt^y) 




20 

%mm^>^m^.Ltzit^m (8.38 g) <7)^y-;v-y- hnt^ Kn~7^>7g, 

(100 m u 1:1) £2 Nfrmti- v wA^mm (25 mi) zmt, 
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i m>mwLtzo ELmm&mm- 1 Ntt (somi) zm*-, mk^^ 

&m (7.39 g. 60-142936 ^*ffl#, fESMfc^) £#£ 0 

5 

Mffilfi M) ir^MLS (4) 

^»J5 (i) -nj&flis (4) -emj&Ltzit&y!)*, mmw6bmtik<DB 
io mms (i) 

3- (4-^>f;Vy>t^^^y) £,t#S£ 



H 3 C 




15 TLC : Rf 0.56 (^3r^ > I g^Bt^-^ = 1 : D I 

NMR ( d 6 -DMSO) : d 7.60-7.45 (2H, m), 7.46 (1H, dd, J=8.0, 8.0Hz), 7.39 (2H, 

d, J=8.0Hz), 7.30-7.20 (1H, m), 7. 16 (2H, d, J=8.0Hz), 6.74 (1H, d, J=16.0Hz), 6.44 
(1H, dt, J=16.0, 5.5Hz), 4.77 (2H, d, J=5.5Hz), 2.56 (2H, t, J=7.5Hz), 1.65-1.45 (2H, 
m), 1.40-1.10 (4H, m), 0.86 (3H, t, J=7.5Hz) Q 

20 

mmme (2) 

4- (4-^>f;vy>t^H^rv) £J.#!fe 
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H 3 C 




O 



tlc : Rf 0.52 (^^r-^v : g^i?^f-;v=i : 1) ; 

NMR ( d 6 -DMSO) : 8 7.89 (2H, d, J=9.0Hz), 7.39 (2H, d, J=8.0Hz), 7.16 (2H, d, 

5 J=8.0Hz), 7.06 (2H, d, J=9.0Hz), 6.75 (1H, d, J=16.0Hz), 6.44 (1H, dt, J=16.0, 
6.0Hz), 4.78 (2H, d, J=6.0Hz), 2.55 (2H, t, J=7.5Hz), 1.65-1.45 (2H, m), 1.40-1.10 
(4H, m), 0.86 (3H, t, J=7.5Hz) 0 

mmte (3) 
io 2- (4 -soj-frisy)-^ jut*) 




TLC : Rf 0.55 (^\^r+h> : ffl&x.^-)V = \ I 1) ; 
15 NMR ( d 6 -DMSO) : 8 13.00 (1H, br.), 7.87 (1H, d, J=8.0Hz), 7.55-7.45 (2H, m), 

7.31 (2H, d, J=8.0Hz), 7.25-7.10 (1H, m), 7.12 (2H, d, J=8.0Hz), 6.66 (1H, d, 
J=16.0Hz), 6.28 (1H, dt, J=16.0, 7.0Hz), 3.80 (2H, d, J=7.0Hz), 2.53 (2H, t, 
J=7.5Hz), 1.65-1.45 (2H, m), 1.40-1.10 (4H, m), 0.85 (3H, t, J=7.5Hz) 0 

20 mm e (4) 

2- (4-^f;i/y>t5;v^^y) 
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TLC : Rf 0.52 I ffi^J-?-)V = l : 1) ; 

5 NMR (d 6 -DMSO) : d 12.6 (1H, br.), 7.65 (1H, dd, J=1.5, 7.5Hz), 7.49 (1H, ddd, 

J=1.5, 7.5, 7.5Hz), 7.36 (2H, d, J=8.0Hz), 7.18 (1H, dd, J=7.5, 1.5Hz), 7.16 (2H, d, 
J=8.0Hz), 7.00 (1H, ddd, J=1.0, 7.5, 7.5Hz), 6.80 ( 1H, d, J=16.0Hz), 6.42 (1H, dt, 
J=16.0, 5.5Hz), 4.78 (2H, d, J=5.5Hz), 2.29 (3H, s) Q 

io mum 7 

2- (3- 7"o^y) 




15 6 -cm&Ltzit^ (9S mg) tny7A-M7;VU7A 

(20 mg) (10 ml) Kj&Px., *5fc5£ffl^CT\ W&X 30 53* Wit 

7A^n7f777^ : gfcStxf-;v=4: i) till, TiEWtt 

(42 mg) 

20 TLC : Rf 0.58 (7jc I ^ * J - )V \ ? n n = i ; io : 100) ; 

NMR (d 6 -DMSO) : 8 8.20 (1H, dd, J=2.0, 8.0Hz), 7.53 (1H, ddd, J=2.0, 8.0, 
8.0Hz), 7.13 (1H, ddd, J=1.0, 8.0, 8.0Hz), 7.11 (4H, s), 6.99 (1H, dd, J=1.0, 8.0Hz), 
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4.24 (2H, t, J=6.5Hz),2.80 (2H, t, J=7.5Hz), 2.57 (2H, t, J=7.5Hz), 2.35-2.15 (2H, 
m), 1.70-1.50 (2H, m), 1.45-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) 0 




mmM6-^m^.Ltzit^ (5.0 g ) o^y-^ (30m n in* 
10 mt-r v w^fcmm (15 m 1 ) zm*., wmLtz 0 m^m^^—r^mw- 

KjiL, ^f^fcl^ (3.32 g, #Hf1BS 60-142936 -^ffl«\ fl»J 4 E«c 



15 3- (1- ( (5E) -6- (4-n^v7x^^) - 5 -'\3r-tr~;^2}- d f- 




20 60%7K#'fb"t" f 'J ^ A (0.96 g) \Z v ^ A T ^ K (50 ml) £#Px_ 

T7K^Tii^L/Zo £)£i&K3- (1 -fc Ko^rv-4 -^n^^v^>^f > 
-2--f;V) ^n/r/^.xfjl'iXf^ (5.04 g, #H¥ 3-261752 -^Iffl* 
%WL(D^{kK^Xm^.LtZo ) <DV*^)\s*)VAT^ K (45 m 1 ) v#$t£?S 
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tu m^L-? 30 frmmwLfco Bu&m&mmz (se) -6- u-* 

7 - 5 -A^r-b-jl/7n ^ K (6.46 g) «y^Wil/A7? K (50 

(/\3r-9->-^3r-9-> : g£$P^i- = io: l) TlB^ttlt^^i-^^: 

ISW-ffc^W (6.90 g) *#fco 

TLC : Rf 0.41 (^\^r^> I gfc@£i-^;U=4 I 1) ; 

NMR (CDC1 3 ) : £ 7.28 (2H, d, J=8.8Hz), 6.83 (2H, d, J=8.8Hz), 6.69-6.75 (3H, 

10 m), 6.35 (1H, d, J=17.0Hz), 6.08 (1H, m), 4.16 (2H, q, J=7.2Hz), 3.93 (2H, t, 
J=6.2Hz), 3.85 (2H, t, J=6.7Hz), 3.80 (3H, s), 2.85-2.95 (2H, m), 2.56-2.63 (2H, m), 
2.21-2.32 (2H, m), 1.58-1.90 (6H, m), 1.22 (3H, t, J=6.7Hz), 1.01 (3H, t, J=7.2Hz) Q 

mms (1) zii^ (2) 

15 MMffl 9 &Cj3V>T, 3- ( 1 -fc Ko^r v- 4 -7n^ v^>-tf>- 2 - 
>f;l/) T'n/Oi . J.f-^-x^x^^^ti^-O^ag^tC, (5E) - 6- (4 
h^y7x-;l/) - 5 -A + 4ri^rn ^ Ki tzii-%r<D^Mifc*Mi&M 9 

20 mmmg (1) 

3 - (1- ( (5E) -6 - (4-^Kv7i-^) - 5 -^-tr-;l/*3r 




O 



o 



25 
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TLC:Rf 0.45 Cs^r-fr > : ftBP^^=3 ! 1) i 

NMR (CDC1 3 ) : £ 7.28 (2H, d, J=7.4Hz), 7.15 (2H, d, J=7.4Hz), 6.80-6.89 (4H, 

m), 6.36 (1H, d, J=16.2Hz), 6.09 (1H, dd, J=16.2, 7.0Hz), 4.11 (2H, q, J=7.2Hz), 
3.99 (2H, t, J=6.2Hz), 3.80 (3H, s), 2.94 (2H, t, J=9.4Hz), 2.60 (2H, t, J=8.0Hz), 
5 2.27 (2H, q, J=7.0Hz), 1.80-1.95 (2H, m), 1.62-1.73 (2H, m), 1.22 (3H, t, J=7.2Hz) 0 

3- (1- ( (5EZ) -6-7x^;l'-5-^-b-^t ; !ry) -4-7"n 




o 



TLC : Rf 0.57 : B^^^^=4 : 1) ; 

NMR (CDCI3) : £ 7. 19-7.38 (5H, m), 6.65-6.77 (3H, m), 6.38- 6.47 (1H, m), 6.23 

15 (0.5H, dt, J=15.9, 6.5Hz, E-isomer), 5.68 (0.5H, dt, J=11.5, 7.3Hz, Z-isomer), 4.11 
(2H, q, J=7.0Hz), 3.81-3.97 (4H, m), 2.85-2.95 (2H, m), 2.52-2.64 (2H, m), 2.24- 
2.46 (2H, m), 1.59-1.90 (6H, m), 1.18-1.26 (3H, m), 1.02 (3H, t, J=7.0Hz) o 

mmm 1 o 

20 3 - (1- ( (5E) -6 - (4 Kv7x-;k) - 5 - 3r -fe ~ ;U ^ 3r 
v) -4 -7 , O^W/1?V- 2 ->f/l/) 7n^°>^ 
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H 3 C> S> 




CH 3 



O 



mmmQ-^u^tzit^m (5.49 g) (38 mi) ^i^fh? 

tF077> (62 m 1 ) U 1 Nfrmitl- V V? AtJcvM (37.4 m 1 ) 

(4.59 g, #Hi§¥ 3-261752 ^«B#, 2 1 fBft^lfc) 



^Jfe«9 (i) ~9 (2) tzMi&L-fzik&mzmffiMi 0 fcpgJtUOBftjOiS 

15 10(1) 

3- (1- ( (5E) -6- (4-^Kv7x^;l/) - 5 -^3r-fe-;V* 3r 
v) ^>-t? >- 2 ->f/l/) 7°nyN°>^ 



TLC : Rf 0.56 ! gfcg£i-f-;i/ = l : 1) ; 

NMR (CDC1 3 ) : d 7.28 (2H, d, J=7.4Hz), 7. 16 (2H, d, J=7.4Hz), 6.81-6.90 (4H, 
m), 6.36 (1H, d, J=16.0Hz), 6.08 (1H, dt, J=16.0, 6.8Hz), 3.99 (2H, t, J=6.0Hz), 
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3.80 (3H, s), 2.92-3.00 (2H, m), 2.64-2 .71 (2H, m), 2.27 (2H, dd, J=7.0, 7.0Hz), 
1.80-1.93 (2H, m), 1.58-1.72 (2H, m) 0 

mmm 10(2) 

5 3- (1- ( (5EZ) -6-7x-)l/-5-A^^^jH^y) -4-7*n 




O 



10 tlc : Rf 0.53 : g^^^^ = i : l) ; 

NMR (CDCI3) : d 7.18-7.37 (5H, m), 6.66-6.75 (3H, m), 6.37-6.47 (1H, m), 

Z:6.22 (0.5H, ddd, J=14.4, 7.2, 7.2Hz), E:5.68 (0.5H, ddd, J=15.8, 6.4, 6.4Hz), 3.94 
(2H, t, J=6.2Hz), 3.85 (2H, t, J=6.6Hz) , 2.89-2.96 (2H, m), 2.62-2.70 (2H, m), 
2.23-2.42 (2H, m), 1.58-1.91 (6H, m), 1.02 (3H, t, J=7.2Hz) 0 

15 

3 - ( 1 - (6 - (4-n^y7x^jk) A^fy^t^y) -4-7"d*^ 




20 O 
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TLC : Rf 0.62 (^^r-9-> : B^^^-f-^ = l I 1) ; 

NMR (CDC1 3 ) : d 7. 10 (2H, d, J = 7 Hz), 6.80 (2H, d, J = 7 Hz), 6.85-6.70 (3H, 

m), 3.95-3.80 (4H, m), 3.80 (3H, s), 2.90 (2H, br), 2.85 (2H, br), 2.55 (2H, t, J = 7.5 
Hz), 1.85-1.20 (10H, m), 1.00 (3H , t, J = 7.5 Hz) c 

m mM I 2 

1- ( (5E) -6- (4-* F^v7x-iP) - 5 -^--fe-^^rv) - 

2- (2- ( 1 H--r h yV-fr- 5 ->f )V) ^)V) -4-7"n^y^> 




mmw o^m&Ltzik&mz^mi i-###ui 2^mmu tmm<o 

15 TLC : Rf 0.26 {M.it* -f- V > \ * ? J ~ )V =20 ! 1) ; 

NMR (CDCI3) : <5 7.25 (2H, d, J=8.8Hz), 6.81 (2H, d, J=8.8Hz), 6.65-6.74 (3H, 

m), 6.32 (1H, d, J=16.0Hz), 6.04 (1H, dt, J=16.0, 7.0Hz), 3.96 (2H, t, J=6.4Hz), 
3.79 (2H, t, J=6.4Hz), 3.78 (3H, s), 3. 33 (2H, t, J=6.8Hz), 3.09 (2H, t, J=6.8Hz), 
2.23 (2H, dt, J=7.0, 7.0Hz), 1.52-1.90 (6H, m), 0.98 (3H, t, J=7.3Hz) Q 

20 

mmm p_qj 

4 - ( (IE) -3 - (2 - (f- h 7V-^- 5 -4 y^y^i/) - 1 - 
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N=N 

5 TLC : Rf 0.51 9 J — A' '. 9 n D A = 1 : 10) ; 

NMR (CDC1 3 ) : 8 8.47 (1H, dd, J=2.0, 8.0Hz), 7.54 (1H, ddd, J=2.0, 8.0, 8.0Hz), 

7.36 (2H, d, J=8.0Hz), 7.25-7.10 (4H, m), 6.81 (1H, d, J=16.0Hz), 6.44 (1H, dt, 
J=16.0, 6.5Hz), 4.94 (2H, d, J=6.5Hz), 2.61 (2H, t, J=7.5Hz), 1.75-1.50 (2H, m), 
1.45-1.20 (4H, m), 0.89 (3H, t, J=6.5Hz) 0 

10 

%t m 1 3 

3- (1- ( (5E) -6- (4-n^fy7x^V) - 5 -^-tr-^*^ 




15 O 

0-?«j£Lfcft-&«l& (5.59 g) O l,4-v*^> (100ml) 
1 NTfcgKfc^ h V tf<Mc»jfc (11.1 m 1 ) £}&TU MS"? 5 53«E#L*:o 

20 TLC : Rf 0.55 > : gfcg&J.-f-;V = l : 1) ; 

NMR (CDC1 3 ) : £ 7.18 (2H, d, J=8.5Hz), 6.76 (2H, d, J=8.5Hz), 6.51-6.70 (3H, 
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m), 6.22 (1H, d, J=16.0Hz), 5.85-6.02 (1H, m), 3.74 (3H, s), 3.68-3.85 (4H, m), 
2.74-2.86 (2H, m), 2.35-2.47 (2H, m), 2.04-2.16 (2H, m), 1.59-1.80 (4H, m), 1.38- 
1.45 (2H, m), 0.90 (3H, t, J=7.4Hz) 0 

5 mmw i 4 

(5E) -5- (7- (*;'J>-2-^;v^ h^y) -1, 2, 3, 4-x 




10 

4 - * JV'f ^ y 7*f ^ h 'J 7 x - X * - 7 A 7*n ^ F (5.65 g) *"r b 
7HKn77> (25ml) fc»»U tK^T> t-7*h^y*V9A (2.86 g) 

V y- 2 ->f h*v) - 1 -t + V- 1 , 2, 3, 4-fh7tKnf7 
15 9Vy (3.22 g) ©ff7tRn77> (10ml) Y#i££iD;iT, WIL~£ 3 B$ 

tin*., mm^^^^Lfzo i&mm*7k&£ v^^Axm&m&L, m 
«iv^^y->A«t, mffiLtzo tmrnzmk^fr-zmfrL. tie 
m&m*tt**3kmt4sm (2.37 g ) 

20 TLC : Rf 0.51 : B^®t<^^^ = l : 3) ; 

NMR (d 6 -DMSO) : 5 8.41 (1H, d, J=8.6Hz), 7.97-8.05 (2H, m), 7.79 (1H, ddd, 

J=8.2, 6.8, 1.4Hz), 7.69 (1H, d, J=8.6Hz), 7.58-7.67 (1H, m), 7.28 (1H, d, J=2.5Hz), 
7.00 (1H, d, J=8.4Hz), 6.83 (1H, dd, J=8.4, 2.5Hz), 5.99 (1H, t, J=7.0Hz), 5.37 (2H, 
s), 2.62 (2H, t, J=6.2Hz), 2.38 (2H, t, J=5.8Hz), 2.11-2.28 (4H, m), 1.57-1.75 (4H, 
25 m) 0 
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mmmi a qj^iiii 4(4) 

7 - (^ryj>-2-^)M F^rv) -1-t^rV-l, 2 , 3 , 4 —r Y 



gMffl 14(1) 

(5E) -5- (5 - (^r7 i ;>-2-^^^h^v) -1, 2, 3, 4 - -r 
10 F7tKD-l-t7f'Jf>) 




TLC : Rf 0.60 (tK ! ^ * 7 I ^DO*W = i: 10 : 100) ; 
15 NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.5Hz), 8.11 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, d, J=8.0Hz), 
7.07 (1H, dd, J=8.0, 8.0Hz), 6.77 (1H, d, J=8.0Hz), 5 .99 (1H, t, J=7.5Hz), 5.39 (2H, 
s), 2.90 (2H, t, J=6.5Hz), 2.47 (2H, m), 2.42 (2H, t, J=7.5Hz), 2.29 (2H, m), 1.95- 
1.75 (4H, m) 0 

20 

mmm 14(2) 

(5 E) - 5 - (4 - (^y V y-2 h*'» 1 ->f >f'J T» ^ 



167 



WO 99/11255 



PCT/JP98/03760 




TLC : Rf 0.56 (tK : * 9 J —to ' ^OD^)l/A = l '. 10 1 100) ; 

NMR (d 6 -DMSO) : 8 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.5Hz), 7.99 (1H, d, 

5 J=8.5Hz), 7.79 (1H, dd, J=8.5, 8.5Hz), 7.67 (1H, d, J=8.5Hz), 7.61 (1H, dd, J=8.5, 
8.5Hz), 7.20-7.05 (2H, m), 6.83 (1H, m), 5.93 (1H, m), 5.40 (2H, s), 2.98 (2H, m), 
2.70 (2H, m), 2.27 (2H, t, J=7.5Hz), 2.17 (2H, m), 1.67 (2H, m) 0 

mm 14 C3j 

10 (4E) -4- (5 - ( + /'J >-2-^;M f^rv) - 1 , 2, 3 , 4 - x 
h5KKD-i-t7f'Jf>) 79 >m 




15 TLC : Rf 0.65 (tK I > 9 J — fr I ? n n A =1 : 10 I 100) ; 

NMR (CDC1 3 ) : <J 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.20 (1H, d, J=8.0Hz), 
7.05 (1H, dd, J=8.0, 8.0Hz), 6.76 (1H, d, J=8.0Hz), 5 .99 (1H, m), 5.39 (2H, s), 
2.89 (2H, t, J=6.5Hz), 2.65-2.45 (6H, m), 1.88 (2H, m) c 

20 

mmm 1 a (a) 

(6 E) - 6- (5 - (^y i ;>-2-^;v^h^rv) - 1, 2, 3, 4 — 7~ 
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b7t K n — l - t7f 'Jf >) ^3r+J->^ 




5 TLC : Rf 0.62 (tK I * 9 J -fr I ? n D A = 1 : 10 *. 100) ; 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, d, J=8.0Hz), 
7.06 (1H, dd, J=8.0, 8.0Hz), 6.76 (1H, d, J=8.0Hz), 6 .00 (1H, t, J=7.0Hz), 5.39 (2H, 
s), 2.90 (2H, t, J=6.5Hz), 2.48 (2H, m), 2.40 (2H, t, J=7.5Hz), 2.24 (2H, dt, J=7.0, 
10 7.0Hz), 1.87 (2H, m), 1.73 (2H, m), 1.53 (2H, m) c 

mwM 1 5 

(2 E) - 2 - (6 - V y- 2 ->f fr* h^rv) - 1 , 2 , 3 , 4 - x 




o 



frmiti- h V V A (1.15 g> 62.5%) F7tK077> (50 ml) 

83 U sfc-X^ygfeBfch V-i--^;!/ (6.73 g) (Ot b7t Ko77> (10 m 1 ) v# 

20 $t £ -30°c -cijp x. > 30 ftffimw L o RJSM^m^ 6 - (^yj>-2-^ 
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;l/^b*v) -1-**V-1, 2, 3, 4 -f l> y \L KDf7 * lx> (3.03 

g ) £^&-efli];L> 80 o ce 1 Bit^L^o RMSM^#m^7X7K^n£. Sfc^J- 
f-;i^ffltBL7c 0 tttti^^teTK^v^^v^ ?IISSt/io 
y'J*W7A^nv^*77^- (^-9-> : s»i-if-;v=20 : l) -c*t^ 
5 L, TlS^M^W-T^^^^tJ (530 mg) £#7to 
TLC : Rf 0.53 (B=BStx?-;U : ^3r^> = l : 3) ; 

NMR (CDC1 3 ) : £ 8.30 (d, J = 8.5 Hz, 1H), 8.09 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 

8.5 Hz, 1H), 7.75 (m, 1H), 7.65 (d, J = 8.5 Hz, 1H), 7.62 (d, J = 8.5 Hz, 1H), 7.52 
(m, 1H), 6.88 (dd, J = 8.5, 2.5 Hz, 1H), 6.79 (d, J = 2.5 Hz, 1H), 6.23 (t, J = 2.0 Hz, 
10 1H), 5.40 (s, 2H), 4. 19 (q, J = 7.0 Hz, 2H), 3. 17 (dt, J = 2.0, 6.5 Hz, 2H), 2.75 (t, J = 
6.0 Hz, 2H), 1.82 (m, 2H), 1.30 (t, J = 7.0 Hz, 3H) C 

mmm is m -mi&M is (2) 




15 %tz 0 

(2E) -2- (7- (^/'J >-2-4$'* h^rv) -1, 2, 3, 4 - t- 



TLC : Rf 0.46 (^^t > : ftKJ-f^=3 : 1) I 

NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.5Hz), 8.11 (1H, d, J=8.5Hz), 7.83 (1H, d, 




20 



O 
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J=8.5Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.38 (1H, d, J=2.5Hz), 
7.06 (1H, d, J=8.5Hz), 6.97 (1H, dd, J=8.5, 2.5Hz), 6.30 (1H, t, J=1.5Hz), 5.40 (2H, 
s), 4.21 (2H, q, J=7.0Hz), 3.15 (2H, dt, J=1.5, 6.5Hz), 2.72 (2H, t, J=6.5Hz), 1.82 
(2H, m), 1.33 (3H, t, J=7.0Hz) o 

5 

mm.m 15 (2) 

(2E) -2- (5 - (^y'J >-2-^;M f^v) -1, 2, 3, 4-"r 



10 




tlc : Rf 0.63 (S^^^f-;v : ^-^r+)-> = i : 2) ; 

NMR (CDC1 3 ) : d 8.21 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.84 (d, J = 

8.0 Hz, 1H), 7.75 (m, 1H), 7.69 (d, J = 8.5 Hz, 1H), 7.56 (m, 1H), 7.29 (d, J = 8.0 
15 Hz, 1H), 7.13 (dd, J = 8.0, 8.0 Hz, 1H), 6.93 (d, J = 8.0 Hz, 1H), 6.34 (s, 1H), 5.40 
(s, 2H), 4.21 (q, J = 7.0 Hz, 2H), 3.19 (m, 2H), 2.94 (t, J = 6.0 Hz, 2H), 1.92 (m, 
2H), 1.32 (t, J = 7.0 Hz, 3H) C 

mm 1 3 

20 (2 E) - 2 - (7 - (^;'J/-2-^M h^rv) - 1 , 2, 3 , 4 -x 
b 7t K n — l - t7f 'Jf 3-9 J -)V 
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TfC^ffcV T*? ATJK ~-7 A (19 mg) *f b9l;KD77> (l m 1 ) K 

tin*., T^^>^^#H^T-78°c-e, nifcm 5(1) -em&Ltzik&m (37 

5 mg) (Dfb7bKn77> (lml) ££P;i, OTCC 1 B#IBJ«#L;fco RJtSS 

fciftSiSU TlBWttiit*^ri- 4 *ffi^* (32mg) *#fc„ 
TLC : Rf 0.23 (^^r-9-> I B^^^^^ = l *. 1) ; 
10 NMR (CDC1 3 ) : £ 8.17 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.80 (1H, d, 

J=8.5Hz), 7.73 (1H, m), 7.67 (1H, d, J=8.5Hz), 7.53 (1H, m), 7.29 (1H, d, J=2.5Hz), 
6.98 (1H, d, J=8.5Hz), 6.84 (1H, dd, J=8.5, 2.5Hz), 6. 14 (1H, t, J=6.5Hz), 5.37 (2H, 
s), 4.36 (2H, d, J=6.5Hz), 2.68 (2H, t, J=6.5Hz), 2.46 (2H, t, J=5.5Hz), 1.77 (2H, m) 0 

15 1 4 

(2E) - 2- (7- {*J')y-2-4)\s*\>*is) - 1 , 2, 3 , 4 - x 




20 

N-^no^^y>^F (15 mg) i&ik*?-U> (lml) Kin*.* T 
;v rf y if 7. #ffl^T Ot: "C , y^f;vx;V7^ hM9 ^ 1 ) £iJPx./c#L 
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1 3 "CWfcLtzit&yB (29 mg) Oi&jfc^vy (l m 1 ) lO'CCM*-, 

mit&m (25 mg) *#^ 0 
5 TLC : Rf 0.63 (^^r^ > I @»^;i'=2 : 1) ; 

NMR (CDC1 3 ) : 8 8.19 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.82 (1H, d, 
J=8.5Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.54 (1H, m), 7.29 (1H, d, J=2.5Hz), 
7.01 (1H, d, J=8.0Hz), 6.88 (1H, dd, J=8.0, 2.5Hz), 6.16 (1H, t, J=6.5Hz), 5.39 (2H, 
s), 4.27 (2H, d, J=6.5Hz), 2.71 (2H, t, J=6.0Hz), 2.56 (2H, t, J=6.0Hz), 1.83 (2H, m) Q 

10 

^mm 1 6 

2 - ( (2E) -2 - (7 - ( + /'J>-2-^f;^h^y) -1, 2, 3, 




##Mi A-emMLtzik&m (25 mg) , ft7'J3-;^f;V (9 p IK 
^tfV^A (15 mg) & X IfB VitU V * A (2 m g ) OT^r^HJ^ 
(1 m 1 ) ^m^^^-B^^t^o ^M^«*7KtK^SP^> S^^-f- 

: |£$t^if-;v=5 : 1) tiSL, TfB%1M£W1-&*3£^fc^ (14 

mg) 

TLC : Rf 0.53 (^^r^ > I Bfc$P^V=2 *. 1) ; 
25 NMR (CDCI3) : d 8.20 (1H, d, J =8.6 Hz), 8.09 (1H, d, J = 8.6 Hz), 7.83 (1H, d, 
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J = 8.2 Hz), 7.73 (1H, ddd, J = 8.6, 6.9, 1.6 Hz), 7.70 (1H, d, J = 8.6 Hz), 7.54 (1H, 
m), 7.29 (1H, d, J = 2.5 Hz), 7.01 (1H, d, J = 8.4 Hz), 6.86 (1H, dd, J = 8.4, 2.5 Hz), 
6.00 (1H, t, J = 8.0 Hz), 5.39 (2H, s), 3.71 (3H, s), 3.47 (2H, d, J = 8.0 Hz), 3.18 
(2H, s), 2.72 (2H, t, J = 6.1 Hz), 2.51 (2H, t, J = 6. 1 Hz), 1.81 (2H, tt, J = 6.1, 6.1 
5 Hz) 0 

mm.m 1 i 

2- ( (2E) -2- (5 - V y-2 -4 )\»* h*v) -1, 2, 3, 

4-f h5t Kn- l - t7f'Jr/) zc?-)\,?-*) gfcgg • ^^-;i/jcx-r;i/ 




mmm 15 (2) t tz it^m * ###1 1 3— 1 1 6 

15 tZo 

tlc : Rf 0.17 (S^m^-^^ : ^^^^^i : 5) ; 

NMR (CDCI3) : d 8.19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.24 (d, J = 8.0 Hz, 1H), 7.09 (dd, J = 8.0, 
20 8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 6.04 (t, J = 8.0 Hz, 1H), 5.39 (s, 2H), 3.72 (s, 
3H), 3.51 (d, J = 8.0 Hz, 2H), 3.21 (s, 2H), 2.92 (t, J = 6.5 Hz, 2H), 2.54 (t, J = 6.0 
Hz, 2H), 1.90 (m, 2H) Q 

25 (3E) -3- (5- (^y'J >-2-4)V* f^rv) -1, 2, 3, 4-f" 



174 



WO 99/11255 PCT/JP98/03760 




5 5- (^yr/-2-^;v> b*v) - 1 -**V- 1 , 2, 3, 4-rf 
7t Knf7^ V> (l.52g) is XX/ 3 -^^^^/d tf;i/ b V 7x-HX 
*-^A7n^ F (1.76 g) ^tb7tKn77> (15m 1 ) £ <fc t>*v^ 
W^vF (15ml) izmML, &m4t1-hV7& (0.4 g, 60%) £0 o C7?7J[];L, 

io ifcSrsMacanx., 7K»«r£Br?ffau (Bfc&J- 

D*iVA=l : 100) -Cjfflfj&Lfco fffift^^^f^^r? K (5m 1) 
iL> 3^<k^f-;V (0.31ml) , »V>7A (276m g) SriJPx., 2H#W*£# 

15 Ltzo jm-u&mwL**JkfcMz-, m&mm mm^^ : ^*^>=i : n 

fl&IL/Co »^y'J*W7A7D7b^77^- (^^r 

: ^ji^;i/=9 : l) «L, TIEt/M£W1-&^3£M^^ (5i 

mg) intzo 
20 TLC : Rf 0.29 : > = 1 : 3) ; 

NMR(CDC1 3 ): d 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.83 (dd, J = 

8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 1H), 7.54 
(dd, J = 8.0, 8.0 Hz, 1H), 7.27 (d, J = 8.0 Hz, 1H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 
6.80 (d, J = 8.0 Hz, 1H), 6. 18 (t, J = 7.0 Hz, 1H), 5.38 (s, 2H), 3.72 (s, 3H), 3.27 (d, 
25 J = 7.0 Hz, 2H), 2.93 (t, J = 6.5 Hz, 2H), 2.48 (t, J = 6.0 Hz, 2H), 1.89 (m, 2H) C 
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mmm u (1) 

(3E) -4- (3- >_ 2 --f;Vp< h^v) "7 ? - 3 - 



10 TLC : Rf 0.42 (tK I * 9 J - \ ^nn*M = l : 10 ! 100) ; 

NMR (CDC1 3 ) : 8 8.19 (d, J = 8.5 Hz, 1H), 8.09 (dd. J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.22 (dd, J = 8.0, 8.0 Hz, 1H), 7.07 (dd, J 
= 2.0, 3.0 Hz, 1H), 6.99 (dd, J = 8.0, 2.0 Hz, 1H), 6.90 (dd, J = 8.0, 3.0 Hz, 1H), 
15 6.45 (d, J = 16.0 Hz, 1H), 6.28 (dt, J = 16.0, 6.0 Hz, 1H), 5.39 (s, 2H), 3.71 (s, 3H), 
3.24 (d, J = 6.0 Hz, 2H) Q 

»#W 1 5 

2- (1-HFo^y-l, 2, 3, 4— f h 7t Yu<f7 9 Vy-7-4)V 
20 t^fy^f^) ^/'JV 



5 
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7- (*>"J>-2-'fW h^rv) -1-t^rV-l, 2, 3, 4-fF 

5HKnt7^> (309 mg) Sr^y-^ (5ml) &c*#^u glim-CTfcli 

^^h^'j^a (38m g ) fcun*., 3ofrmmwLtzo Kmu^mm^^ 

mg) zmzo 

tlc : Rf o.36 (S^^-x-^^ : ^^-9-> = i I 1) ; 

NMR (CDC1 3 ) : d 8.18 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

10 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7. 14 (d, J = 3.0 Hz, 1H), 7.02 (d, J = 8.0 
Hz, 1H), 6.88 (d, J = 8.0, 3.0 Hz, 1H), 5.37 (s, 2H), 4.73 (t, J = 6.5 Hz, 1H), 2.90- 
2.50 (m, 2H), 2.10-1.60 (m, 4H) Q 

15 1 6 

2- (1-^DD-l, 2, 3, A—t Kot7?l/>-7-^^t^ 




1 (300 mg) £i^t^ V> (5ml) CML^ 

mt^-*-^ (0.22ml) fc^is-euniu 30ftmmwLfz o Kmu&mwLZifk 
a&u rmmmz^-tzmmit^ (355 mg ) *ntz 0 

TLC : Rf 0.65 {WW.^^ I ^3r*> = l 2) ', 
25 NMR (CDCI3) : $ 8.99 (d, J = 8.0 Hz, 1H), 8.83 (dd, J = 8.0, 1.0 Hz, 1H), 8.15 (d, 
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J = 8.0Hz, 1H), 8.11 (dd, J = 8.0, 1.5 Hz, 1H), 8.08 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 
7.89 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.08 (d, J = 2.5 Hz, 1H), 7.05 (d, J = 8.0 Hz, 
1H), 6.97 (d, J = 8.0, 2.5 Hz, 1H), 5.95 (s, 2H), 5.27 (t, J = 3.5 Hz, 1H), 2.95-2.60 
(m, 2H), 2.35-2.00 (m, 3H), 1.84 (m, 1H) Q 

5 

1 9 

2- (7- (^7'J>-2-^MKy) -1, 2, 3, 4-f h5HKn 



10 




tlc : Rf 0.22 (g^^-^f-;v : ^^-9-> = i : 2) ; 

15 NMR (CDC1 3 ) : d 8. 18 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J - 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.09(d, J = 3.0 Hz, 1H), 6.98 (d, J = 8.5 
Hz, 1H), 6.84 (d, J = 8.5, 3.0 Hz, 1H), 5.36 (s, 2H), 4.23 (t, J = 4.0 Hz, 1H), 3.73 (s, 
3H), 3.28 (d, J= 15.0 Hz, 1H), 3.16 (d, J = 15.0 Hz, 1H), 2.90-2.50 (m, 2H), 2.20- 
20 2.00 (m, 3H), 1.78 (m, 1H) D 

mmm o-mmm2 o (7) 

%mm 1 5 -mkm 15 ( 2 ) , mm 1 6 , %mm 1 7 , mm 1 s-m 
mmis (1) isxzfmmmi 9-?n&Lfzik&®*, nmm3 tmrnvsm 

25 <D$kftfctirtZ£iZ£t), &T<D*5km4t&b*ntZo 
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mmm 2 0 

(2E) -2- (6- (^ryj>-2— f;M b^rv) -1, 2, 3, 4 - -r 
h7tKn-l-t7f'Jf>) 



TLC : Rf 0.65 (TjC : ^ * 7 - A' : ? tt O * ;l/ A = 1 : 10 I 100) ; 

NMR (DMSO-d 6 ) : 8 8.42 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.0Hz), 8.00 (1H, d, 

10 J=8.0Hz), 7.79 (1H, m), 7.70 (1H, d, J=8.0Hz), 7.66 (1H, d, J=8.5Hz), 7.62 (1H, m), 
7.00-6.85 (2H, m), 6.20 (1H, s), 5.40 (2H, s), 3.06 (2H, t, J=6.0Hz), 2.74 (2H, t, 
J=6.0Hz), 1.72 (2H, m) 0 

MMM 2 0(1) 

15 (2E) -2- (7- (*yy >-2-4fr* h*y) -1, 2, 3, 4-f- 
h7HKn-l-t7f'Jf>) Bfcl£ 



5 
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TLC : Rf 0.56 (tK I J* 9 J-fr \ ^OO^M = l : 10 I 100) I 

NMR (DMSO-d 6 ) : d 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.0Hz), 7.99 (1H, d, 

J=8.0Hz), 7.78 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.61 (1H, m), 7.43 (1H, s), 7.12 (1H, 
d, J=8.0Hz), 7.02 (1H, d, J=8.0Hz), 6.35 (1H, s), 5. 42 (2H, s), 3.03 (2H, t, 
5 J=6.0Hz), 2.68 (2H, t, J=6.0Hz), 1.72 (2H, m) Q 

mmm 2 0(2) 

(2E) -2- (5- (^f;r/-2-^M b^rv) -1, 2, 3, 4 — T* 




TLC : Rf 0.45 (tK : * 9 J '. ?on*M=i: 10 : 100) ! 

NMR (DMSO-d 6 ) : £ 8.42 (1H, d, J=8.5Hz), 8.02 (1H, d, J=7.5Hz), 7.99 (1H, d, 

15 J=7.5Hz), 7.79 (1H, dd, J=7.5, 7.5Hz), 7.70 (1H, d, J=8.5Hz), 7.61 (1H, dd, J=7.5, 
7.5Hz), 7.32 (1H, d, J=8.0Hz), 7.17 (1H, dd, J=8.0, 8. OHz), 7.07 (1H, d, J=8.0Hz), 
6.31 (1H, s), 5.39 (2H, s), 3.07 (2H, t, J=6.0Hz), 2.85 (2H, t, J=6.0Hz), 1.82 (2H, 
m) 0 

20 mmm 2-q (3) 

2 - ( (2E) -2 - (7 - (*SV>-2->(>l'*Y*i') -1, 2, 3, 



180 



WO 99/11255 



PCT/JP98/03760 




OH 



O 



tlc : Rf o.30(^nn^;i/A : * ?y-;v=9 : i) ; 

NMR (CDCI3+CD3OD) : 8 8.30 (1H, d, J =9 Hz), 8.10 (1H, d, J = 9 Hz), 7.90 (1H, 

5 d, J = 9 Hz), 7.80-7.70 (2H, m), 7.60 (lH,dd, J = 7.5, 7 Hz), 7.30 (1H, d, J = 2 Hz), 
7.00 (1H, d, J = 7 Hz), 6.85 (1H, dd, J = 7, 2 Hz), 6.05 (1H, t, J = 8.0 Hz), 5.40 (2H, 
s), 3.50 (2H, d, J = 8.0 Hz), 3.20 (2H, s), 2.75 (2H, t, J = 6 Hz), 2.55 (2H, t, J = 6 
Hz), 1.80 (2H, tt, J = 6, 6 Hz) c 

10 mWM2 0 (4) 

2 - ( (2E) -2 - (5 - (^;'J>-2-^;M h^ry) -1, 2, 3, 
4 —f V 7 t Ku- 1 -t7f'Jf>) xf^ft) BfcK 




TLC : Rf 0.41 (tK I * 9 J \ ^DO*M=i: 10 I 100) ; 

NMR (DMSO-d 6 ) : 8 8.42 (1H, d, J=8.5Hz), 8.02 (1H, dd, J=8.0, 1.5Hz), 8.00 

(1H, dd, J=8.0, 1.0Hz), 7.79 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.69 (1H, d, J=8.5Hz), 
7.62 (1H, ddd, J=8.0, 8.0, 1.0Hz), 7.23 (1H, d, J=8.0Hz), 7.09 (1H, dd, J=8.0, 
20 8.0Hz), 6.92 (1H, d, J=8.0Hz), 6.05 (1H, t, J=8.0Hz), 5.37 (2H, s), 3.46 (2H, d, 
J=8.0Hz), 3.21 (2H, s), 2.81 (2H, t, J=6.5Hz), 2.48 (2H, t, J=6.5Hz), 1.79 (2H, m)o 
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mmm 20(5) 

(3E) -3- (5- V y-2 -4)V* h^rv) -1, 2, 3, 4--r 




TLC : Rf 0.29 (tK *. *9 J—fr\ ?DD*W=i: 10 ! 100) ; 

NMR (DMSO-d 6 ) : £ 8.42 (1H, d, J=8.0Hz), 8.03 (1H, d, J=7.5Hz), 7.99 (1H, d, 

J=7.5Hz), 7.79 (1H, dd, J=7.5, 7.5Hz), 7.69 (1H, d, J=8.0Hz), 7.61 (1H, dd, 1=1.5, 
10 7.5Hz), 7.21 (1H, d, J=8.0Hz), 7.10 (1H, dd, J=8.0, 8. 0Hz), 6.91 (1H, d, J=8.0Hz), 
6.14 (1H, t, J=7.0Hz), 5.36 (2H, s), 3.19 (2H, d, J=7.0Hz), 2.80 (2H, t, J=6.5Hz), 
2.42 (2H, t, J=6.0Hz), 1.78 (2H, m) 0 

mmm 2 0(6) 

15 (3 E) -4- (3- (^y'J>-2-^JM 7x-Jl/) *f* - 3 - 




20 TLC : Rf 0.38 (zK I * 9 J - ! 9 n n * ;u A = l : 10 : 100) ; 

NMR (DMSO-d 6 ) : 8 8.41 (d, J = 8.5 Hz, 1H), 8.03 (d. J = 8.5 Hz, 1H), 7.99 (d, J 

= 8.5 Hz, 1H), 7.79 (dd, J = 8.5, 8.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 1H), 7.62 (dd, J = 
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8.5, 8.5 Hz, 1H), 7.25 (dd, J = 8.0, 8.0 Hz, 1 H), 7. 15 (d, J = 1.5 Hz, 1H), 7.01 (d, J 
= 8.0 Hz, 1H), 6.94 (dd, J = 8.0, 1.5 Hz, 1H), 6.47 (d, J = 16.0Hz, 1H), 6.33 (dt, J = 
16.0, 6.5 Hz, 1H), 5.39 (s, 2H), 3.19 (d, J = 6.5Hz, 2H) Q 

5 mm.M2 o (7) 

2- (7- V>-2--Ol^ -1, 2, 3, 4-f F7tKn 

•ry^-)v?-*) mm. 



TLC : Rf 0.22 (jfL \ * 9 J —to \ ^DD^jl/A = l \ 10! 100) \ 

NMR (DMSO-d 6 ) : d 8.40 (d, J = 8.5 Hz, 1H), 8.03 (d, J = 8.0 Hz, 1H), 7.99 (dd, 

J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 1H), 
7.61 (dd, J = 8.0, 8.0 Hz, 1H), 7.05 (d, J = 2.5 Hz, 1H), 6.99 (d, J = 8.0 Hz, 1H), 
15 6.87 (dd, J = 8.0, 2.5 Hz, 1H), 5.31 (s, 2H), 4.23 (m, 1H), 3.36 (d, J = 15.0 Hz, 1H), 
3.24 (d, J = 15.0 Hz, 1H), 2.80-2.50 (m, 2H), 2.10-1.80 (m, 3H), 1.68 (m, 1H) 0 



4 - (2 - (4-^ f^fy-2-h'J7;vtn^ <f-fr*cJ V >- 6 -J Y 
20 7 7*9yW. 




10 



mmn 2 1 
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nmmi (44) -ewLi&Ltzik&m (685m g ) (20m 1) izm 

ML, tf'J^A^ KvF (270mg) £iPx, 2mmmmMMLfz 0 KfcM 

tFn77>=2:i, 15ml) &Cy#j#U 2 N^Stffc-J- h V * AtJc?£?& (2.5 
ml) fcinx., gfi-TMB#rai&#Lfco RfSii^igifc* 1 Ni&^-C^P L, ftg 

10 (7nn*ji/A : ^7-^=30: l) TiB$M£te*^S#3&9Hfc 
^ (319m g) 

TLC : Rf 0.49(?nn*;i/A : ^ ?y-;U = 15 ; i) ; 

NMR (CDC1 3 ) : d 8.31 (1H, br), 8.17 (1H, d, J=8.8Hz), 7.83 (1H, dd, J=8.8, 

2.2Hz), 7.23-7.12 (2H, m), 7.06 (1H, s), 6.98-6.88 (2H, m), 5.27 (2H, s), 4.12 (3H, 
15 s), 2.79 (2H, t, J=7.5Hz), 2.40 (2H, t, J=7.5Hz), 1.99 (2H, quint, J=7.5Hz) 0 



4 - (4 - (4 2 - h V yfrjru * y > - 6 ->f h 
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5 tlc : Rf o.50(^nn^;vA : ^ ^y-;u=io : l) ; 

NMR (CDCI3) : 8 8.30 (1H, d, J=2.0Hz), 8.16 (1H, d, J=8.8Hz), 7.85 (1H, dd, 

J=8.8, 2.0Hz), 7.11 (2H, d, J=8.6Hz), 7.07 (1H, s), 6.94 (2H, d, J=8.6Hz), 5.24 (2H, 
s), 4.13 (3H, s), 2.62 (2H, t, J=7.5 Hz), 2.37 (2H, t, J=7.5Hz), 1.93 (2H, tt, J=7.5, 
7.5Hz) 0 

[0 

mmm 2 2 

4- (4- (4-^nD-2-h 1 J7;uto^f;v^/>J>-6-^;v>h^ 
v) 7x-ju) y*?ym 



F 



15 




HM^Jl (4 0) X-mMLtzit&m (0.38g) ^y^f)^7^yF (12 
m 1 ) KmML^ U (12m 1 ) £ J: U*\x*:r ^ --tf (800// 1 , 

20 ~4tcp^L. ^j-^^-ejflmt/io £v?mn±t&&Tm&m& 
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i-&#3§9Ht#t> (0.21 g ) intzo 

TLC : Rf 0.43 (St^-*- ^ AO ; 
5 NMR (CDCI3) : # 8.35 (1H, d, J=2.0Hz), 8.27 (1H, d, J=8.8Hz), 7.95 (1H, dd, 

J=8.8, 2.0Hz), 7.84 (1H, s), 7. 13 (2H, d, J=8.5Hz), 6.95 (2H, d, J=8.5Hz), 5.30 (2H, 
s), 2.63 (2H, t, J=7.5Hz), 2.37 (2H, t, J=7.5Hz), 1.94 (2H, tt, J=7.5, 7.5Hz) Q 

mm 2 2(d 

10 4- (2- (4-7DO-2-HJ7;Vto^f;^y'J>-6-^Mf J f- 




15 mum 1 (44) t*»afi L, £ 3l»J 2 2 t IWJ^O g Ift O&ft -f 

TLC : Rf 0.73 (g^jn.^;V) ; 

NMR (CDC1 3 ) : (J 8.37 (d, J = 2.0 Hz, 1H), 8.27 (d, J = 8.8 Hz, 1H), 7.94 (dd, J = 

8.8, 2.0 Hz, 1H), 7.84 (s, 1H), 7.16-7.24 (m, 2H), 6.91-6.98 (m, 2H), 5.33 (s, 2H), 
20 2.81 (t, J = 7.6 Hz, 2H), 2.39 (t, J = 7.6 Hz, 2H), 2.01 (tt, J = 7.6, 7.6 Hz, 2H) Q 

mm 2 3 

2- (6- (^y'J>-2-^;Mh^v) -3, 4-yt Knt7f^) g£ 

m 
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^Sifcm 5 "Cm&LMb&b (373mg) (5ml) Ki##U 

5 1 N*SMfc"*- h V 9 AtKI&«E (2.0m 1 ) ^Sfi^iJPx., -IftaB^Lfco RJ&iB 
1 NTkStft^ h V *7 AjmWL (3.0m 1 ) £flO;i, 8B#Wtt#Lfco EU& 

3-9- > :g^m^^;i/=2o: l) t«lL, TiBt/lM£^1-&#f§^^t/ (13 
10 mg) 

TLC : Rf 0.60 (Tfc : * 9 J —fr \ ^ n n A =1 ; 10 I 100) ; 

NMR (DMSO-d 6 +CD 3 OD) : 8 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.5Hz), 7.99 

(1H, d, J=8.5Hz), 7.79 (1H, m), 7.66 (1H, d, J=8.5Hz), 7.61 (1H, m), 7.09 (1H, d, 
J=8.5Hz), 6.95-6.80 (2H, m), 5.83 (1H, t, J=4.5Hz), 5.36 (2H, s ), 3.34 (2H, s), 2.69 
15 (2H, t, J=8.0Hz), 2.21 (2H, m) 0 



mm 2 4 

2- (3- (3- (3r7 V y- 2 — 4%/* ]>3r v) 7 7*nii;VXJl/* 



187 



WO 99/11255 



PCT/JP98/03760 




mmm 3 (23) -en&Ltzik&m (50m g ) zm&mm (rf7tKn7 

^>:tJc=2:K 3ml) Ki§fl¥U t^V> (I67mg) fctJP;^ g?S-e5B#W 
t(40mg) £#7c 0 

tlc : Rf 0.10 nn^;i/A : ^ ^ y -;i/=4 : l) ; 

NMR (DMSO-d 6 ) : £ 8.40 (1H, d, J = 8 Hz), 8.05-7.95 (2H, m), 7.80 (1H, t, J = 

10 7.5 Hz), 7.70-7.60 (2H, m), 7.20 (1H, t, J = 7.5 Hz), 7.00-6.80 (3H, m), 5.35 (2H, 
s), 4.25 (2H, s), 3.30 (2H, t, J = 9 Hz), 2.70 (2H, t, J = 9 Hz), 2.00 (2H, m) 0 

mmm ?. 5 zzMMm 2 5 UJ 

%mm 3 (23) ioX vmMM 14 ( 1 ) -emm l tz it&m z&$m 1 1 — 

15 1 2 — 4 W<7) K J: 0 , J^T<0^ik 



2 5 



2- (3- (3- (lH-f f7V-^-5-^MWt) T'ot'^) 7 
20 x^y^f)!') 
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TLC : Rf 0.12 (tK : * 9 J —fr \ ? n tt * ;U A = 1 : 10 ! 100) ; 

NMR (CDC1 3 ) : 5 8.31 (1H, d, J=8.5Hz), 8.19 (1H, d, J=8.5Hz), 7.89 (1H, d, 

J=8.0Hz), 7.77 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.60 (1H, m), 7.16 (1H, dd, J=8.0, 
5 8.0Hz), 6.90-6.65 (3H, m), 5.45 (2H, s), 4.03 (2H, s), 2.59 (2H, t, J=7.0Hz), 2.48 
(2H, t, J=7.0Hz), 1.82 (2H, m) 0 

mMM 2 5 (1) 

5- ( (4E) -4- (5- (^yJ>-2-^f;M h^rv) -1, 2, 3, 
10 4-f F7tKn-l-t7f'Jf>) -lH-f^V-il' 




TLC : Rf 0.29 (tK I * 9 J —fc \ ^nD*H=i: 10 : 100) ; 
15 NMR (CDCI3) : (J 8.23 (1H, d, J=8.5Hz), 8.06 (1H, dd, J=8.5, 1.0Hz), 7.84 (1H, 

dd, J=8.5, 1.5Hz), 7.73 (1H, ddd, J=8.5, 8.5, 1.5Hz), 7.67 (1H, d, J=8.5Hz), 7.56 
(1H, ddd, J=8.5, 8.5, 1.0Hz), 7.09 (1H, d, J=7.5Hz), 6.99 (1H, dd, J=7.5, 7.5Hz), 
6.70 (1H, d, J=7.5Hz), 5.84 (1H, t, J=7.0Hz), 5.36 (2H, s), 2.94 (2H, t, J=7.5Hz), 
2.72 (2H, t, J=6.0Hz), 2.32 (2H, t, J=5.0Hz), 2.24 (2H, dt, J=7.0, 7.0Hz), 1.93 (2H , 
20 m), 1.72 (2H, m) 0 

mmm 2 6 ; MM&M 
mffl&$.<D^mzm^x, \>xy<o%mm 26-1 ~~%mm 26-236 <o\t 
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STEP-I 

Wang W> 



o 



G-E 1 -OH 



■OH <^ STEP-ffl-1 

STEP-II ISI^O'^ G ~ E ~ x » 

w STEP-IH-2 

m STEP-IV HO^X 



m=0~6 



5 (^fp, i-^TOfB-^lifllfBfcraCitHflc^^l-o ) 



X@-I (STEP-I) : Py> (#JBB) ^7x/-;vii^oiA 
io f;v*;vA7? KtcjRflSU i^tTHP (th^tKntf^-^) ^-e«^ 

$^;7iy-^fli#: (5^ft) , l--x^;P-3- (3 - vVf ^75 / 7 
ntf;i/) K (EDC, 5^M) , y7f;U75ytfyy> (DM 

AP, IMS:) s yM7 7Dt";l/if;V7r/ (6^i) fcinx-, ^fi"Cl5B#F^ 

15 

XfS— II (STEP —II) : T H P &0&#»RJ6 
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THPlMlii, S T E P — I "C# h tifz W> 
K5!$!U p - 1>;1^>-X;V*>$? (0.2^*) fcj&nx., 60°C-C8B#F»t dirz 
c\tKX Ht&o/Io 

5 TM-m- i (STEP-m-D : syyr^fcfflv^^-^Mfc-RJE 

STEP-IIt#titf:Py> (l^fi) , G-EJ-OH (5^») , F'J7 

10 

Xfl-in-2 (STEP-m-2) : WUliamsonKE^fflV^cJi--r^ / fl:^)S 
STEP-n-e#f>W^y> (l^fi) , G — E 1 — X (5^i) , »•> 
(loas) teXX/B^iti- V V •> A (5=MM) ^yVf;V*^AT^ KCI 
88 U ^U-Cl5B#Mt ? 0, ^-xMb^JS^ff^ofco 

15 

zDg-rv (STEP -iv) : W & 

STEP —III— 1 i/;tiSTE P —III— 2 T?# £p t^/z v > (l^M) £0.2 
N^-h'j^A^ b^rvK (^;-^:th7HKn77> = i:4, £SH) f§ 

20 (»H) £3JP;L, 8B#r«^^ L£ 0 Rla?M^M^^^>^m«^J: «9 cf#D 

±fB^*fflv^T, 6-l~Hifc0!l2 6 - 2 3 6tfMfc£^£ 

£33, G-E 1 -X^fcfiG-E 1 -OH-C^t3^^^^%art3i£^^-e 
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LtZo tfz, ^2 2-^3 0*. \i)-hA\(D^^^^ix^ G-E i -<omi& 

U t-Bulit-y«^L, n-Penlin-^>fJVS^U 
n-Bulin-7f;l/M^to ) o 
5 ^2 2 «K ^Jfe^fl 2 6-1 X-m&Ztitzit&mi&T<Dmi&7%, 




10 ^2 8 <f> 2 6 - 2 7 0 -essits iifd^ftfiaToiM 




15 t28^ ^Iifc0!2 6 - 2 7 1 ^S&Sfifcft^JimTOflHfeS; 
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(53) 4- (3- (2-f'J7;Hn^f;V-4-r>^y^y'J>-6-'f;V 
^b^rv) 7^>^> 

20 (54) 4- (3- U vyy-fr- 5 ->f^p< h^v) 7oi-;i') 

(55) 4 - (3 - ( (5E) - 6- (4 - ^ Kv7x^) - 5 
t^fy) -7oi^-;v) 7?>^ 

(56) 5- (3-^>yW^y7x-iV) 

(57) 5- (3- (4- (2 - ^f^7n If )V) ^>y)Vt^y) 7^-;v) ^ 

25 

(58) 5- (3- (4-^>f^>y^t^y) 7ji — )V) ^> 9 

(59) 5- (3- (^7^ Vy- 1 ->f h^rv) 7x^^) 9 >Wt. 

(60) 5- (3- (i-7 9 V>- 2 h^ry) "7^-;V) ^>*>^ 
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(61) 


5 - 


(3- 


(tf v 2 — f >^ 7x-^) ^y^^m.. 


(62) 


5 - 


(3- 


(tTU V>- 3 -A fr* f^ry) 7xx;p) 


(63) 


5 — 


(3 - 


(tl° 'J v 4 — -i IV* h 3f v) 7x- ;v) ^ > ^ >Bt 


(64) 


5 - 


(3- 




5 (65) 


5 - 


(3- 




(66) 


5 - 


(3- 


(2- (^^^ V>- 1 ->f )V) J. h^rv) 7x-)l/) 



(67) 5- (3- (2- (t7^1/>-2-^^) xh*-» 7x-^/) 

10 (68) 5- (3- (2- (fcf V 2 J. b^ry) 7x^;l/) 

(69) 5- (3- (2- U y K-;U-3 ->f;V) x^y) 7x-)k) 9 

(70) 5- (3- (2- (5->fW7-^-4-^) xh^y) 7x^ 

15 )i>) s<y?>m, 

(71) 5- (3- (1, 4-^>7*yt^t>-2-^^^ h^fy) 7x^^) 

(72) 5- (3- (2- (ft7x>-3-^l') ^h^v) 7x-;P) 

20 (73) 5 - (3 - (^7'J>-3-^^M F^y) 7x^)V) 

(74) 5- (3- (^7'J>-4-^f;M h^y) 7x-^) 

(75) 5- (3- (1, 3-ytW>^>-4->fWb*5') 7x-;V) 



(76) 


5 - 


(3- 


(^7V>-5 


— >f/U.* h^ry) 7x 


= 




25 (77) 


5 - 


(3- 




-^Ou^ ^y) 7x 


x.;U) 




(78) 


5 - 


(3- 




— >f Y 3f v) 7x 




9 


(79) 


5 - 


(3- 




— >f b ^fy) 7x 






(80) 


5 - 


(3- 




- 3 ->f )V* h^rv) 


7x- 
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(81) 5- (3- {4V*J Vls-l-jAr* f^y) 7x-)U) 

(82) 5- (3- (1, 2, 4-tW7 , /-^-3->f^ 7ai~ 

(83) 5- (3- (5-t-yf-^-l, 2, 4-tHyTV-JV-3-^V 

5 ^ h^rv) 7x-;v) ^y?>m, 

(84) 5 - (3 - (2-h'J 7fr*v* J f-fr-4-* b**>*y U >- 6 ->f;v 

(85) 5 - (3 - (6-7^*n-l, 3 -^>V*v^-^r^>- 8 ->f /P* b 3r 
v) — ;v) ^>?>S&> 

10 (86) 5 - (3 - (>f * ^V* ( 1 , 2 - a) tf'J ¥>- 2 h*v) 7i 
^;l/) 

(87) 5- (3- (^>V*h'J77-;V-l-^iV^ b^ry) 7i^) 

(88) 5- (3- (1, 3 - v^^M y?y- 5 -4)\<* b^y) 7x-JV) 

15 

(89) 5 - (3 - (4 -t^-fr-f-;* U> - 1 -4 )\<* b^ry) 7x-;P) ^> 

(90) 5- (3- (3, 5 - y^ f ;K V t + 1 7 - Jl/ - 4 - ^ h y ) 7 

jc— ;v) ^> ? 

20 (91) 5- (3- ( (2E) -3- (4-^>f^7x^^) -2-7n^-;V 
t^ry) 7x-iP) ^>*>BI, 

(92) 5 - (3 - (5 - ^f;V^7t^ty*-JV-3 -<4fr* h*Zs) 7x-^) 

(93) 5- (3- (2 - h 'J 7^n^f;l/-4-7f+y^y V >-6 

25 ^ b^ry) 7jl~;1/) 

(94) 5- (3- 5 ->f h^y) 7x-;v) ^>*>SL 

(95) 5 - (3 - ( (5 E) - 6 - (4 ^v7x-Jl/) - 5 -^4f-fe->U 
t^ry) 7x^^) s<y?>m. 
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(96) 6- (3- (4- (2 -*?-)V*?u \£)V) ^>y>t^y) 7x-;v) ^ 

(97) 6- (3- (4 -^yj-frsOVfrjr^z/) ~7a-—)V) s\3r*)-yM, 

(98) 6- (3- (1-y? V>- 1 h^rv) ^^r-9">^ 
5 (99) 6- (3- (t° V v>- 3 h*v) 7x-^) ^3r^>^ 

(100) 6- (3- (tf U v>-4 -^f;V^ h^rv) 7^-;!/) ^^r^V^ 

(101) 6- (3- (>f > K-;l/- 3 h^v) "7.* — TP) ^^r"9->^ 

(102) 6- (3- (7x^f^t^y) 7i-^) ^^r-9">^ 

(103) 6- (3- (2- (^7? 1 --HI/) xb^y) 7x^)V) 

io y->M. 

(104) 6 - (3 - (2 - (f-7?i/>-2--T;v) xf+y) 

(105) 6- (3- (2- (t"'Jy>-2-^V) xf^y) ^^r+h 
15 (106) 6- (3- (2- (>f y K-A—3 --T;V) xf^y) 

(107) 6- (3- (2- (5-^W7V-^-4-^;V) xf^y) "7^ 

(108) 6- (3- (1, 4-^>Vyt^rt>-2-^JM h^y) 

20 ^3c-y->m, 

(109) 6- (3- (2- (ft7x>-3-^V) xf^y) "7ji^;1/) ^\3f 

(110) 6- (3- (^;r/-4-^f;Mb^y) 7^-;v) ^-^^ 

(111) 6- (3- (1, 3-y*^t^>f>-4-^f;M h^v) y 
25 ^^r+>->m. 

(112) 6- (3- (^y'J>-5-^iM^y) 

(113) 6- (3- (+/'J>-6-^JM f^ry) Voi^;v) 

(114) 6- (3- (^yj>-7-^;M f^y) -7^n;v) 
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(115) 6- (3- (^y'J>-8-^iMf^fy) 7^~;V) ^ 

(116) 6 - (3 - (4 V*J V y-Z h-^v) 7x-;P) ^**9->$L 

(117) 6 - (3 - (JV*S V >- 1 -4** h^rv) 7:r.~;v) ^^V^, 

(118) 6- (3- (1, 2, 4-^Hy7V-;l'-3-^MF^y) V ^ 
5 -;u) ^3MJ->8^ 

(119) 6- (3- (5 - t -Tf-J^- 1 , 2, 4-tny7V*-;V-3-^ 

(120) 6- (3- (2-f'J7^to^f^-4-^h^y^y i J>-6-^ 
h^y) 7i-;v) 

10 (121) 6- (3- (6-7^*n-l, 3 -^>V* v*3r^>- 8 ->f rt^ h 

(122) 6- (3- (^^7(1, 2 -a) tf U v >- 2 ->f h "7 

(123) 6- (3- (^>V^'J7V v ^-l-^MKy) 7^~;U) 
15 *9->$?> 

(124) 6- (3- (1, S-yt^'f >^>-5-^;M f^y) 7x-;v) 

(125) 6- (3- (4-^f/l/t7^l/>-l->f^^ 7x-;V) /\ 
20 (126) 6 - (3 - (3, 5 -y^f;V^Vt^rtV-;V-4-^;i/^ b^y) 

(127) 6- (3- ( (2E) -3- (4 -^>fiV7x^jl/) -2-"fU'<=- 
;^ + y) ;u) ^3r^>$L 

(128) 6- (3- (5-^f;K7t + t7-iV-3-^;M b^y) 7 i ~ 
25 /!/) ^*-9->fU 

(129) 6- (3- (2-b'J7iI/tn^f;l/-4-7^^y^r7r/-6-^ 

(130) 6- (3- U >^V-;V-5-^;l/^ 7x-)V) 
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(131) 6- (3- ( (5E) -6- (4-^h^>7x-;l/) 

(132) 7- (3- (4- (2-^f;V^ot'^) ^>y>t^ry) 7x^)V) 

5 (133) 7- (3- (t7^U>-l-^JV>h^fy) 7x^;V) a^^^ 

(134) 7- (3- (1-7 ? U>- 2 -4 fr* h^v) 7^-^) ^7°?>m., 

(135) 7- (3- (2- (1-7? Vy- 2 ->f ;W) ^h^rv) "7^-;l/) ^ 7* 

(136) 7- (3- (1, 4-^vmH>-2-^MKy) 

io ^7?ym., 

(137) 7- (3- 7 ^ ~;V) >^ 

(138) 7- (3- (2-f'J7^tD^f;l/-4-7*f^y^y , J>-6-'f 

13. (1) 2- (3- (3- (^y i J>-2-^;Mh^y) 7x-)l/) ~7°n 
*^y) Bf^ 

(2) 2- (3- (3- (^;'J>-2-^MF^y) 7x-^) 7nt°;Vf 
20 *) 

(3) 2- (3- (3- (^y'jy-2-^iMF^y) 7jc^;Ix) yntf^X 
;l/^^-;U) gfc$^ 

(4) 2 - ( (2 EZ) -3 - (3 - (^7'J>-2-^f^^ h^v) 7x.-)V) 

25 (5) 2 2 - (3 - (3 - (* J V >- 2 -4Ji/* 7x-Jl/) 
yntf^ft) 7n;r/^ 

(6) 2- (3- (^7'J>-2-^)Mf^y) 7x-;MfWt) 

(7) 2- (3- ( (2E) -3- (4 -^>^;U~7 i—ZlO - 2 -7n^;V 
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(8) 2 - ( (2 Z) -3- (3 - (^y'J>-2-^;Mf^v) 7x^) 

(9) 2- (3- (3- ( (2E) -3- (4-^>f^7x-jV) - 2 -7>U 

(10) 2- (3- (*>T/-7-'fWh*'» 7i-WWt) W&L> 

(11) 2 - (3 - (3 - V >- 2 ->f |>*v) 7x-)l/) tf;VX 

14. (1) (2E) -3- (2- (^7'J>-2-^;M F^rv) 7i-*) 



(2) 


(2E) - 


3 - (3 - 




- 2 - 


15 yn/<>i, 








(3) 


(2E) - 


3- (4- 




7x-;i^) - 2 - 


7*n^>i, 








(4) 


3 - (2 - 




-2 ->f >U^ 7xx;l/) 




(5) 


3 - (3 - 


u > 


-2->f;w^h^v) 7x^;V) 




20 (6) 


3- (4- 




-2-4** 7i-;l/) 




(7) 


6- (4- 


V > 


-2-^f;v^h^rv) -7.x.-;V) 




(8) 


6 - (2 - 


(^7'J> 


-2-^;W^h^v) 7x-JV) 




(9) 


(5 EZ) 


-6- (2 


- (^r7'J>-2-^;Mh^y) 7x-^) -5 



25 (10) (5 E Z) - 6 - (4 - J V >- 2 h^fvO 7x-;V) - 5 

(11) 4- (2- (^y V >-2 ->f h^rv) 7x7^ry) 7** 

(12) 5- (2- (^7'J>-2-^f;^h^y) 7x7^ry) 
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(13) 


7 - 


(2- 








(14) 


4 - 


(2- 


- (4 _^>f-;i^> yjl/t^y) 7xy+y) -7*?>^ 






(15) 


5 - 


(2- 


- (4-^>f jl/^vy'^t^y) 7x/^ry) ^.y ? y 






(16) 


7 - 


(2- 


- (4 -^>^;V^> y;V*^y) 7x7^y) ^7°^ 


5 


(17) 


2 - 


(3- 


- (^7 1 J>-2->f;Mh^fy) 






(18) 


3 - 


(3- 


- (4 -^>^-;i/*7ai — h^rv) 7x^)1/) 7*n^> 






(19) 


2 - 


(3- 


- (4 _^>f-;V-7 h^rv) 7i~;V) §£g£. 






(20) 


3 - 


(4- 


-^>f;i/y>t^^t^y) 






(21) 


4 - 


(4- 


-^vf;Vy>t^W^y) 




10 


(22) 


2 - 


(4- 


-^>f^y>t^^t) 






(23) 


2 - 


(4- 


-^f^y>t^W + y) 






(24) 


2 - 


(3- 








(25) 


3 - 


(1- 


- ( (5E) -6- (4-* Ky7x-^) -5-^^H2-^ 




t^v) 2 — OV) rn^>gj, 




15 


(26) 


3 - 


(1- 


- ( (5EZ) -6-7x-jl/-5-^-b^jl/t^ry) 


-4 - 










My -2 -J «/) -fusty^ 






(27) 


3 - 


(1- 


- (6- (4-* F^y7x-;i/) A^yji/t + y) -4 


-7o 








,J d > 


-2->f>W) T'D^yi, 






(28) 


4 - 


(2- 


- (4 - p* h^y-2-h'J -7;u^-np« U >- 6 




20 




7x 


-;v) 






(29) 


4 - 


(4- 


- (4-^ h3r'> - 2 - HJ 7^tn^f;l/^r/ V > - 6 


— >f >u 




J* h*v) 


7x 


~;l/) 79>m, 






(30) 


4 - 


(4- 


- (4 - ^ dd - 2 - h V 7i^D^ 'J y - 6 - 








;v) 




25 


(31) 


4 - 


(2- 


- (4-^nn-2-F'J7;vtn^W7'Jy-6- 














(32) 


7 - 


(2- 


-^>y;i/t^y7x^]V) ^:/*>8^ 





(33) 7- (2- (4- (2 U tf;l/) A>y>t^y) 7x-^) ^ 

227 



WO 99/11255 



PCT7JP98/03760 



(34) 7- (2- (4-^>f^>y^t^v) 7jl — )V) s\79>WL> 

(35) 7- (2- (^7^ 1 b*v) ^7*>ai, 

(36) 7- (2- (t7^VV-2->fWh*'» 7x-;i/) ^ 
5 (37) 7- (2- (e'jy>-2-^;MKv) 

(38) 7- (2- (tfVv>-3-^^^ h^v) 7x-ik) 

(39) 7- (2- (lf'J^>-4-^Wf+y) 7x-^) ^7?>m, 

(40) 7- (2- (>fVK-A/-3->f^^f*'» 7x^V) ^79>W&, 

(41) 7- (2- (7x^f;i/t^y) 7x-jv) ^~7?>m. 

10 (42) 7- (2- (2- (^7? 1 ->f fr) Xh^ry) 7x-JV) 

(43) 7- (2- (2- (t7^I/>-2-^f^) xh^y) 7x-]l/) 'vy* 

(44) 7- (2- (2- (If V v>- 2 ->f^) i^y) 7*-^) ^7? > 

15 

(45) 7- (2- (2- (>f > K-/U-3 x^y) 7x-^) 

(46) 7- (2- (2- (5-^W7 7-)V-4-^l/) xb+y) 7x^ 
20 (47) 7- (2 - (1, 4-^>7*yt^rt>-2-'f;^ h^y) y^~)V) 

(48) 7- (2- (2- (^^-7ai>-3 — f>U) x>ify) 7x-jV) 

(49) 7- (2- V >-3->f /U* 7x-;v) ^y* >®L 
25 (50) 7 - (2 - (^r/'J>-4-'f;Mf^y) ^y? 

(51) 7- (2- (1, 3 - >?>-4 -4 fr* 7^~)V) 

^7? >Wt, 

(52) 7- (2- (^r7'J>-5-^Wf^y) 7x^) ^7? 
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(53) 


7 - 


(2- 


(^yj>-6 






(54) 


7 - 


(2- 


(^yj>-7 






(55) 


7 - 


(2- 










7 — 

l 


( 2 - 


(^ v^y u > 


— 3— 4 lis* V v) 




5 (57) 


7 - 


(2- 








(58) 


7 - 


(2- 


(*y v >- 2 


-^jM 7.x. 




(59) 


7 - 


(2- 


(1, 2, 4- 


i^fyTV"-^- 3 





(60) 7- (2- 2, 4-*Wr7-^-3-^ 
10 ^Ky) — >l/) ^7*>n v 

(61) 7 - (2 - (2-f'J7^tn^f)P-4-^ f^y^;'J>-6-^^ 
* h^rv) 7x.^;v) ^7*7$, 

(62) 7- (2- (6-7^*n-l, 3-^>Vy'tn>-8-^M f^r 

15 (63) 7 - (2 - U ^ ( 1 , 2 -a) f-Jy>-2-^fi^ f^y) 7x 
-;u) ^7* 7g£, 

(64) 7- (2- (^>7h'J77-^-l-'f^> ^y) 7x.^;i/) ^7? 

(65) 7- (2- (1, 3-yt^r/7>-5--f)Mh^y) 7 
20 ^7? 7^ 

(66) 7- (2 - (4-^f^t7^ U7- 1 ->f b^y) 7x^;V) ^7 

(67) 7- (2- (3, 5 - y^ f 7 i + 1 V - ^ - 4 - f •/ ) 7 
i - ;v) ^7* 7$, 

25 (68) 7- (2 - ( (2 E) - 3- (4-^>f^7x-^) -2-7n^)V 

t^y) 7x-^) ^7*7$, 

(69) 7 - (2 - (B-^fJKVt^rtV-^-S b^y) 7i~;V) 

^7*7$, 
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(70) 7 - (2 - (2 - MJ 4 -7 l^ry^y V >- 6 ->f 

(71) 7- (2- (^>^V-^-5-^^pt f^rv) 7x-^) >B!L 

(72) 7- (2 - ( (5E) - 6- (4-* ^v7x^) 

(73) 3- (4-^'/W*'>7x-^) 7o;r/E 

(74) 3- (4- (4- ^^^^fv) — ^) 7° 

(75) 3- (4- (4-^>f^>y^t^ry) 7n;r/^ 
10 (76) 3- (4- (i-y? vy- 1 — f;v^ h^y) 7x-^) 7"n/r/t, 

(77) 3- (4- (y-"7^ — 2 ->f^^ h3r*» 7x- ;V) 7*n^V§, 

(78) 3- (4- (tf V v>- 2 -4 h^rv) 7x-^) yn^>^ 

(79) 3- (4- (If V v>-3 --f;V> 7aL-;l/) 7n;^y^ 

(80) 3- (4- (fcf U y>-4 ->f;U^ h^ry) 7jc-;i,) y°u^y^ 
15 (81) 3- (4- (>f y K-;V- 3 f^ry) 7x-;V) yn^;/g£, 

(82) 3- (4- (^i^-^^^-^rv) 7n;r/t, 

(83) 3- (4- (2- (y- 7* V>- 1 ->f>U) -xh^rv) -7^~;l/) 7dm° 

(84) 3- (4- (2- uy- 2 -^f;V) J^h^v) yn;< 

20 

(85) 3- (4- (2- (t''Jy>-2-^JV) ^h^rv) 7n;r/ 

(86) 3- (4- (2- (^>F-^-3-^^) ^h^v) 7x^^) yn^° 

ym. 

25 (87) 3 - (4 - (2 - ( 5 f^f 77*-^- 4 ->f 7x- 

)V) yn/r/U, 

(88) 3- (4- (1, 4-^i>7^t*t>-2-'f)U^ b*v) 7jc=./U) 
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(89) 3- (4- (2- (f*7i>-3->f^) jc^v) 7^=-)^) y°u/^ 

(90) 3- (4- (^y'J>-3-^;V/h^y) ^jl-AO 7°us*y^ 

(91) 3- (4- ( + 7'J>-4-^iMf^y) 7x~;V) ^n;r/R, 

5 (92) 3- (4- (1, 3 -y**-9->f >^>-4 -^fA^ 7i-^) 



(93) 


3 - 


(4- 


V y- 5 


— >f A/p» h^rv) 7x 


-AO 




(94) 


3 - 


(4- 


v y- 6 






7"n;r/i, 


(95) 


3 - 


(4- 


v >- 7 


b^ry) 7x 






10 (96) 


3 - 


(4- 




— fA^ h^rv) 7 




7*n;r/t> 


(97) 


3 - 


(4- 




-3 ->f A/y b^y) 






(98) 


3 - 


(4- 




- 1 ->f /U* h^rv) 


7 


;l/) 7o;r/i, 


(99) 


3 - 


(4- 


(1, 2, 4- 


tHyry-^ - 3 


-'f A^ h^ry) 7x- 



A,) yn^>$ N 

15 (100) 3- (4- (5 - t -~7*fr- 1 , 2, 4-t^rty77-^-3-^ 

(101) 3- (4 - (2 - h U 7^tD^f;l/- 4 h ^y^r7 V >- 6 - >f 
JM^y) 7i-;V) 7*n;r/86, 

(102) 3- (4- (6 -y^jj-tt- 1 , 3-^>7yt ; lrt>-8-'fW h 
20 3rv) T'n/r/i, 

(103) 3- (4- 2 -a) tf V v > - 2 - -f A/* h * v) "7 

(104) 3- (4- {/*y\T Y UTV-A/- 1 h*v) 7ol-A/) 7D 
25 (105) 3 - (4 - (1, 3 -v**^-f 5 -4)l<* h^y) 7i-^) 

(106) 3- (4- (4 f-frl-y* Vy- 1 h^ry) 7x-JV) 7° 
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(107) 3- (4- (3, 5-y^f^KVt^t7-^-4-^J^ f^v) 

(108) 3- (4- ( (2E) -3- (4-^>f;V7x-;l/) 
;i/t^ry) -/n/on, 

5 (109) 3- (4- (5-^f;W7t^rt7-^-3-^;M h^rv) 

(110) 3- (4- (2-b 1 J7;l/tn^f;V-4-7h^y^r7'J>-6-^ 
;v^h^rv) — >i/) 7o;r/^ 

(111) 3- (4- (>f yyv-fr- 5 /W* 7nyr/^ 
10 (112) 4- (4-^>y>^v7i-)V) 7*? >g£, 

(113) 4- (4- (4- ^>y>t^y) 7x-)k) 

(114) 4- (4- (4-^>f^Vy>t^ry) 7i-^) 7^ >gg, 

(115) 4- (4- 1 ->ffl/* b^rv) 7x-^) 7*? 

15 (116) 4- (4- (^-7 * U>- 2 )V* 7^~)V) f^^M, 

(117) 4- (4- (tf V :7>- 2 b + y) 7x-;v) "7*? yffi., 

(118) 4- (4- (tfV y>-3 -^fr* 7x^)1/) 7*? 

(119) 4- (4- (fc? V V>-4-4 >l>* h*ls) 7x^^) 

(120) 4- (4- (>f > K-;v-3 ->f h^y) 7i~;U) 7^^, 
20 (121) 4- (4- (7i^t*'» 7* >B£> 

(122) 4 - (4 - (2 - (^7^l^>-l--fJW) J-h^v) 7x-^) :/ * 

(123) 4 - (4 - (2 - (^-7?V>-2-^;l<0 x^y) 7^-^) "7*? 
25 (124) 4 - (4 - (2 - ( tf V v > - 2 - >f ;W) xh^y) 7 — ? 9 > 

(125) 4- (4- (2- (>f > K-;i/- 3 ->f ;w) xh^y) 7ji — ;v) 7*^ 
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(126) 4- (4- (2- (5-^W77-JP-4-0) xh^y) 7x 

(127) 4- (4- (1, 4 -^>yvt^rf >- 2 7x^;V) 
5 (128) 4 - (4 - (2 - (^-*-7ol>-3-^;V) xf^y) 7x-^) f *? 

(129) 4- (4- (+/'J>-3-^f;M f^y) 7x^;l/) >gL 

(130) 4- (4- (^yV>-4-^fJ^f^y) 7x-;V) "7^ 

(131) 4- (4- (1, 3 -V* 4 -A h^v) 7 



io 












(132) 


4 - 


(4- 


(^7T/-5 




->i/) 




(133) 


4 - 


(4- 


(^7 V >- 6 




->u) 




(134) 


4 - 


(4- 


(^y V > - 7 


-4)\>* h^rv) 7x 






(135) 


4 - 


(4- 


(*/ V >-8 


-^T;uy b^rv) 7x 


-;u) 




15 (136) 


4 - 


(4- 


U y^y v > 


- 3 ^ h 


"7 i — 


.;!✓) 7?>®^ 


(137) 


4 - 


(4- 




- 1 - F^ry) 


7x- 




(138) 


4 - 


(4- 




F^y) 7x 




7^>m> 


(139) 


4 - 


(4- 


(1, 2, 4- 




— >f h 3r v) 7x 



20 (140) 4 - (4 - (5 - t -f^-)V- 1 , 2, 4-tW7 4 /-^-3->f 
JMF^y) 7x-jV) 7*>^ 

(141) 4- (4- (6 -7 ;l"*u- 1 , 3-^>y'y^^t>-8-^MF 

(142) 4- (4- W^V* (1, 2-a) If V v > - 2 - >f h * v) "7 
25 oi-;u) 7**:^ 

(143) 4- (4- (^y/h'JTV-^-l-^Mh^y) 7^ — ;U) 7* 

>Bfc, 

(144) 4- (4- (1, 3-^nr//>-5-^Mb^y) 7x^) 
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(145) 4- (4- (4-* J f-*1-7 9l'-y-l->(fr*h*l') 7x-^) 7 

(146) 4- (4- (3, 5 -v^;W V*^V-;l/- 4 — (fr* h*v) 

5 7x-M 

(147) 4- (4- ( (2E) -3- (4 -^>f ;V7x^;l/) 

(148) 4- (4- (S-^fiWVi^rtV-^-S-^^M b^rv) 7x^ 
;v) 

10 (149) 4- (4- (2-h 'J7JV*n^^V-4-7*>^y^r7 

(150) 4- (4- U >y\r-fr- 5 ->f h^vO 

(151) 4- (4- ( (5E) -6- (4-^^y7x^) 

15 (152) 2- (2- (4- (2-^f;i/7 , nii» ^>y>t^ry) y^^;V) 

(153) 3- (2- (4- (2-^f^7ot» ^>y>t^y) 7 

(154) 4- (2- (4- ( 2 -^^-/tt fc?;U) ^y-J)Vir^^) -7ji-;V) 

20 

(155) 5- (2- (4- (2-^f;V7nt» ^>y>t^ry) 
>®L 

(156) 6- (2- (4- ( 2 -tf-fr-fu tf;l/) ^yy>t^y) :7^~;V) 

25 (157) 2 - (2 - (^7? Vy- 1 ->f;l^ h^rv) 7x^^) 

(158) 3- (2- {-T7 9 Vy- \ -4 YZ-i/) 7 — 7*D;r/^ 

(159) 4- (2- (t7^ 1 h^rv) 7jc:=./U) >H„ 

(160) 5 - (2 - (,1-7 9 V> - I - 4 )V * Y ^v) 7 — ^y 9 y^ 
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(161) 


6 - 


(2- 






(162) 


2 - 


(2- 


(^7? 2 ->f;u* h+v) 7xi^) 




(163) 


3 - 


(2- 






(164) 


4 - 


(2- 




7*? yM, 


5 (165) 


5 - 


(2- 




^y?ym. 




6 — 


( 2 - 


(^7* 2 ->f>l/^ b^rv) 7x-^) 




(167) 


2 - 


(2- 


(2- (^7* v>- 2 ->ffl/) xh^y) fifcg^ 


(168) 


3 - 


(2- 


(2- (-J"7* v>- 2 ->f ;v) xRy) 7i-;v) 7o 




0 









10 (169) 4- (2- (2- (j-7?V>-2-4 )l>) xb^» 7x-^) 7^ 

(170) 5- (2- (2- (^-7^W>-2-^^) x^y) 7xx;V) ^> 

(171) 6- (2- (2- (t7^ U>- 2 -4 )\>) x^y) 7xx;k) ^ 3f 

15 

(172) 2- (2- (1, 4 -^WVir^y- 2 -Jfr* h*v) 

mm, 

(173) 3- (2- (1, 4-^>V7tH>-2-^M^v) 
7"n;ryi, 

20 (174) 4 - (2 - (1, 4 -^>7y^^^-2-^;M h^ry) 7^~)V) 

(175) 5- (2- (1, 4 -^> s /v^^r^>- 2 --f h^v) 7i-Jl/) 

(176) 6- (2- (1, 4-^>7yt^t>-2-^;M f^y) "7^^;v) 

25 ^*y-ym. 

(177) 2- (2- (^7iJ>-7->fJMh^y) 7xx;V) 

(178) 3- (2- (*>"JV-7->fW>^'» 7i-)V) 7n;<>||, 

(179) 4- (2- (^7V>-7-^;Mf^y) 7x-)V) 



235 



WO 99/1 1 255 PCT/JP98/03760 



(180) 5- (2- (^y'J>-7-^;^f^y) 7xz;v) ^>*>$£, 

(181) 6- (2- V >- 7 -Afr* h^rv) 7^-;V) ^3r^>^ 

(182) 2- (2- (2 - f 'J 7;l/t n > f ;v - 4 - 7 I> y 7 'J > - 6 - ^ 

5 (183) 3- (2 - (2-F'J7i^n^f;I/-4-7"F^y^yj>-6-^ 
f^fy) 7x^;i/) 7n7-?y^ 

(184) 4- (2- (2-h'j7i^o^f jV-4-7>+y^7'J>-6-^ 

(185) 5- (2- (2-fV7;^n^f^-4-7"f^y^7V>-6-^ 
10 h^rv) 7x-;l/) 

(186) 6- (2- (2-HJ7J^n^f^-4-7*h^y^r7'J>-6-^ 





(187) 


3 - 


(4- 


( 2 - ^ 7°n t±°;u) ^ > * v) 






(188) 


2 - 


(3- 


(4- ( 2 -^-f-;vyn tf;i,) ^>y^t^y) 7^- 


AO 


15 














(189) 


3 - 


(3- 


(4- ( 2 f;i/7"o ^>y>t^y) *7cc — 
















(190) 


3 - 








(191) 


2 - 


(3- 






20 


(192) 


3 - 


(3- 


{•ty ?Vy-l-4 YZ-i/) 7x-^) 7n;N°y^ 




(193) 


3 - 








(194) 


2 - 


(3- 


(^7* 2 --f b^rv) *7a^;l/) gfcg^ 






(195) 


3 - 


(3- 


(t7^ l/V- 2 -^T;u^ h ^y) 7^~;v) 7us*> 






(196) 


3 - 


(2- 


(-ry9\sy-2-4)V) Xf^y) 




25 


(197) 


2 - 


(3- 


(2- (t7^1/>-2-^f;l/) xh^y) 7^n;U) f 






(198) 


3 - 


(3- 


(2- (t7^ 2 x-h^v) 


7o 














(199) 


3 - 


(1, 
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(200) 2 - (3 - (1, 4-^>Vy't^rt>-2-^;^ b^rv) 7x^;P) 

mm. 

(201) 3- (3- (1, 4-^>m^t>-2-^;^ h^r'» "T^^U) 

5 (202) 3 - (^yV>-7-^f;M h^rv) 

(203) 2 - (3 - (^yrz-y-^Mf^y) 7x^^) 

(204) 3 - (3 - (^y'J>-7-^^^ h+y) ^i-^) 7°n/N°>^ 

(205) 3 - (2 -hV7^to^f;V-4-7h^y^/ , J>-6-^f;M F 

10 (206) 2 - (3 - (2 - 1- V7;Utn^f;V- 4 -7* h3rv^r7 V >- 6 — >f 

(207) 3 - (3 - (2 -h 'J7;VtD^f;i/-4-7*h+y^7'jy-6->f 

(208) 4 - (4 - (2 -^^70^^) ^>v;i^3rv) 

15 (209) 2 - (4 - (4 - ( 2 ^;l/^n tf;b) ^>y>t^y) ~7 ^ — )V) 

mm, 

(210) 5- (4- (4- (2-^f;V7 J nf^) ^>yj^^y) y^-^) 

(211) 6- (4- (4- (2-^f;vrot'jl/) ^ > v;Uxj-^v) 7x-^) 
20 ^^r-9->^ 

(212) 7- (4- (4- ( 2 -^if-^-/tf ^>v;l^^v) 7x^^) 

>m. 



(213) 


4 - 


(t7^1/>-l-^;M f^ry) £M 








(214) 


2 - 


(4- (^7* vy- 1 --f;Vp< h*v) 


7x 


-;w) 




25 (215) 


5 - 


(4- (t7^V>-l-^;M h^ry) 






ym. 


(216) 


6 - 


(4- (*?-7? 1 ->f;l^ h^fv) 


7^ 




^*y-ym. 


(217) 


7 - 


(4- (^-"7^ vy- i ->f;i/^ h*v) 


■7 ji 


-;v) 




(218) 


4 - 




Fit. 
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(219) 2- (4- (1"7 9l'y—2—4A'*}'*t-Z') 7x-;i/) 

(220) 5 - (4 - (±7 ? U>- 2 -4 fr* Y*^) 7x^) ^> ? 

(221) 6- (4- (t7^l/>-2-'f^ 7x-;V) >g£, 

(222) 7- (4 - (7-7^ V>- 2 -'OVp* h^rv) 9 >®?> 
5 (223) 4 - (2 - (7--7?V>-2->f;l/) xf^y) 

(224) 2 - (4 - (2 - (7-7* V>- 2 -4)\>) xh^rv) ^ai-^) 

(225) 7 - (4 - (2 - (7-7? W>-2 3-Y*i/) 7xXjV) ^7 

(226) 4 - ( i , 4 > - 2 - h ^ v) 

10 (227) 2 - (4 - ( 1, 4-^>7ytH>-2-'f]Mb^y) 

(228) 5 - (4 - ( 1, 4 - ^ > 7*y * ^rt > - 2 - ^ Jl/^ f v ) 7ixjk) 

(229) 7- (4 - (1, 4-^>y*y^^t>-2-^;M f+y) 7x^;V) 

15 

(230) 4 - (* y V > - 7 - 4 )V* Y 

(231) 2- (4- (^f7'J>-7-^Mf^y) 7ix;V) fflfc, 

(232) 5 - (4 - (^7n-7-^f;Mh^y) 7^-^) ^> 9 >M> 

(233) 6 - (4 - (^7'J>-7-^)M f^y) 

20 (234) 7 - (4 - (^yr/-7->f;V^ h^y) 7i^;V) 

(235) 4 - (2 -h'J7;i/tn>f;v-4-7b^y^y i r/-6-^^> > 

(236) 2 - (4 - (2 -h , J7^tn^f;V-4-7f^yJf7 1 J>-6-^f 
f^ry) 7xx;V) 

25 (237) 5 - (4 - (2-h 'J7^tn^f ;l/-4-7f^y^7 V>-6--f 
h^ry) 7x-)l/) *^>?>^ 
(238) 6 - (4 - (2 -F'J7;^n^f^-4-7f^y^7'J>-6-^ 
;M h^y) 7xxjl/) ^\^r+i->^ 
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(239) 7- (4 - (2 ->'J7;l/tn^f;l/-4-yf^y^y'J>-6-^ 

5 

1 5 . (1) 2 - (3 - (5 - (1H-7 h7 v /-^-5-^f^) 7 

(2) 1 - ( (5 E) - 6 - (4 Kv7i-)V) - 5 -^**.~)\<* * v) 
-2- (2- (lH-f h7V-;V-5-^f;V) -x^) -4-7*n^v^ 

10 >-*f>> 

(3) 4 - ( ( 1 E) - 3 - (2 - (x h7V-;V- 5 -4*) 7x^y) - 
l-yn^-^i/) — i -^.y^-^^y^d y, 

(4) 2- (3- (3- (iH-f>77*-;i/-5->f;^f;vf^) -/otf;v) 

15 (5) 5- ( (4E) -4- (5- (^yj>-2->f;M h^rv) -1, 2, 
3, 4-f f7tFo-l-t7f'Jr/) 7^;^) -lH-f h7V*-K 

*^(±^-tt^o^#tt^ itzi±ztib<Dmitm^ ztzit^thh<D7k.mmo 
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Sequence Listing 

<110> 0N0 Pharmaceutical Co. , Ltd. 

<120> Control agent of peroxisome proliferator activated receptor 

<130> 0NF-2760PCT 

<150> JP 9-233158 

<151> 1997-08-28 

<150> JP 9-348825 

<151> 1997-12-18 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
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<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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Remark on Protest ^] The additional search fees were accompanied by the applicant's protest. 

\ 1 No protest accompanied the payment of additional search fees. 
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( 1 1 ) restricted to fused ones among the compounds represented by the above 
general formula (I) , it appears that the applicant asserts that the compounds 
represented by the general formula (I 1 ) are novel ones while the compounds 
included in the general formula (I) other than the above ones are publicly 
known ones. Therefore, it appears that the disclosure in claims 1 to 7 
involves two inventive concepts, i.e. , "invention of use of novel compounds" 
and "invention of novel use of publicly known compounds" . From the viewpoint 
of the prior art, the group of the compounds represented by the general formula 
(I') as given in claim 8 does not provide an idea of a novel fundamental 
structure. Such being the case, the group of inventions as set forth in 
claims 1 to 7 and the group of the inventions as set forth in claims 8 to 
15 are not considered as relating to a group of inventions so linked as to 
form a single general inventive concept. 



Form PCT/ISA/210 (extra sbeet) (July 1992) 



HI^(±SfS#^- PCT/JP9 8/0 3 7 6 0 



A. fB^©It5Mro»S daRCKMft&S (I PC) ) 
Int. CI 6 A61K31/19, 31/42, 31/41, 31/38, 31/425, 31/47, 31/40, 31/335, 31/415, 31/36, 31/44 

C07D261/08, 271/06, 471/04, 319/08, 257/04, 249/18, 277/04, 249/18, 277/24, 333/16, 215/14, 215/22, 215/18, 209/12, 
231/56, 217/16, 317/54, 213/30, C07C65/21, 59/125 



B. m&Zft^tzftW 

WSSrfTofcft/hffijRfl. (SRttttt£S (IPC) ) 
Int. CI" A61K31/19, 31/42, 31/41, 31/38, 31/425, 31/47, 31/40, 31/335, 31/415, 31/36, 31/44 

C07D261/08, 271/06, 471/04, 319/08, 257/04, 249/18, 277/04, 249/18, 277/24, 333/16, 215/14, 215/22, 215/18, 209/12, 
231/56, 217/16, 317/54, 213/30, C07C65/21, 59/125 



CAPLUS (STN) , REGISTRY (STN) 



C. 



jo T =>* !) — * 



x/ 

Y 



X/ 
Y 



X/ 
Y 



WO, 97/28137, Al (MERCK & CO. , INC. ) 
7. 8% . 1997 (07. 08. 97) 

W0, 97/27847, Al (MERCK & CO. , INC. ) 
7. 8M . 1997 (07. 08. 97) 

(77 ^ y-&u 

W0, 97/27857, Al (MERCK & CO. , INC. ) 
7.8J3. 1997(07. 08. 97) 

(77^; y — 



1-15/ 
1-15 



1-15/ 
1-15 



1-15/ 
1-15 



* flfflXSfcro*^ ="*!) — 

Taj WKiH*«>*)S3ttt-CW:>!c<, — IttWftaf^JdSr^i- 
0 3g L < tiffiCD#SiJ Srfifc A-f 5 fc \z §1 ffl-f 5 
roj qsgu:J:3lM7F s M^ic*s.-t-5S:iSfc 



m<nmm<DtzMzis\m-tz>h<D 

-hcDzScifc^cD, ^*#tci:oTgB^-t?&5ffl-a-yr(c 
r&j |B]— ^-^vh^r S y— Xffi. 



11. 11. 



2 4.11.98 



0*ffl#fFJf ( I S A/ J P) 
100-8915 




4 C 



9 4 5 5 



03-3581-1101 rtH 3 4 5 4 



taPCT/ISA/2 10 (S2^-i?) (1 9 92^7^) 



mmmm^r^r pct/ j p 9 8/0 3 7 6 o 



c GBt#) 



V 

A 



Y/ 
A 



Y/ 
A 



P,X 



WO, 97/05091, Al (0N0 PHARMACEUTICAL CO. , LTD. ) 

13. 2/!. 1997(13. 02. 97), 
& EP, 845451, Al 

EP, 719760, Al (0N0 PHARMACEUTICAL CO. , LTD. ) 

3.7^.1996(03.07.96), 

& US, 5753700, A & JP, 8-239356, A 

EP, 657422, Al (ONO PHARMACEUTICAL CO. , LTD. ) 

14. 6^.1995(14. 06. 95), 

& US, 5624959, A & US, 5723493, A & JP, 7-215929, A 

WO, 98/27974, Al (MERCK & CO. , INC. ) 
2. 7R . 1998 (02. 07. 98) 

(77^ JJ-fcL) 

jp, 2-218654, AOhm-m&jimw^m 

31.8J3. 1990(31. 08.90), ft^ I4I*TI© T2- [4- (2 

(77^!J —*£ L) 

PINEAU, Thierry et al. ,' Activation of a human peroxisome 
proliferator-activated receptor by the antitumor agent 
phenylacetate and its analogs. ' Biochem. Pharmacol. , 1996, 
Vol. 52, No. 4, pages 659 to 667 



:J 



3, 4, 8-15/ 
1, 2, 5-7 



3, 4, 8-15/ 
1,2,5-7 



3, 4, 8-15/ 
1, 2, 5-7 



1-15 



1-15 



1-15 



tSPCT/ISA/2 10 (®2-<- i?<n1fc%) (1 9 9 2^7^) 



m^tamm^- pct/j p9 s/o 3 7 6 0 



ft3B8#:JB3« (PCT 1 7* (2) (a)) ©SiSgtc J: "9 , i©BBRMS*^tt*©9Slc:j; 9W*«>«Sffl©-*Btov^-Cf^ 



4. □ WIBA^!^S*ii*»S#ftM*fflrart{c#jftL**»ofcO-C, i<OHBWaE«^»4, »*<oj6ffl<©*tOKiia* 



i^PCT/I SA/2 1 0 (Il^-^t (1) ) (1 9 9 2¥7fl) 



Hl^ttllig## PCT/JP98/0 3 7 60 



tn-&<D^m 8 1 5 

fetSthZ>-fi9& (I * ) 
Sr1-5ti, (1 ' 

ff^ffl^Wj iv^5 2 - - — • ■ — - • - • 



\z.&if&— JH^C: (I' ) 



(I) 

ur^n«, if 



«3;PCT/ISA/2 10 (WW'*-*?) (1 9 9 2^7^) 



DOCUMENT-IDENTIFIER: WO 9911255 A 1 



PUB-NO: WO009911255A1 

DOCUMENT-IDENTIFIER: WO 9911255 Al 

TITLE: PEROXISOME PROLIFERATOR- 

ACTIVATED RECEPTOR 
CONTROLLERS 

PUBN-DATE: March 11, 1999 

INVENTOR-INFORMATION: 

NAME COUNTRY 

TAJ IMA, HIS AO JP 

NAKAYAMA, YOSHISUKE JP 

FUKUSHIMA, DAIKICHI JP 



ASSIGNEE-INFORMATION: 
NAME 

ONO PHARMACEUTICAL CO 
TAJIMA HISAO 
NAKAYAMA YOSHISUKE 
FUKUSHIMA DAIKICHI 



APPL-NO: JP09803760 
APPL-DATE: August 25, 1998 

PRIORITY-DATA: JP23315897A (August 28, 1997) , JP34882597A 

(December 18, 1997) 



COUNTRY 

JP 

JP 

JP 

JP 



file:///CI/Docutnents%20and%20Settings/skatakam/My%20...906_2010-02-08_WO_9911255_Al_M_ Accessible Version.htm (1 of 2)2/8/2010 9:19:10 PM 



DOCUMENT-IDENTIFIER: WO 9911255 A 1 



INT-CL (IPC): A61K031/19 , A61K031/42 , A61K031/41 , 
A61K031/38 , A61K031/425 , A61K031/47 , 
A61K031/40 , A61K03 1/335 , A61K031/415 , 
A61K031/36 , A61K031/44 , C07D261/08 , 
C07D271/06 , C07D471/04 , C07D3 19/08 , 
C07D257/04 , C07D249/18 , C07D277/04 , 
C07D277/24 , C07D333/16 , C07D2 15/14 , 
C07D2 15/22 , C07D215/18 , C07D209/12 , 
C07D231/56 , C07D217/16 , C07D3 17/54 , 
C07D213/30 , C07C065/21 , C07C059/125 

EUR-CL (EPC): A61K03 1/192 , A61K03 1/216 , A61K03 1/235 , 

A61K031/41 , A61K03 1/4402 , A61K031/47 , 
A61K03 1/4709 , C07C059/66 , C07C059/72 , 
C07C065/21 , C07D215/14 

ABSTRACT: 

CHG DATE=20031129 STATUS=C>Peroxisome proliferator-activated 
receptor controllers containing as the active ingredient compounds 
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thereof or hydrates of the same. In said formula, each symbol has the 
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